Test for Pairwise Comparison of Control 2 with Maximum Dose

Source: Male Rat Data

Natural
Organ Name %rf:: Tumor Name Tg:;:r R‘c'terl(m CTRL2 MAX T:;r;:r F!x :I::) &:’;::;)
) group)

BRAIN 0100 JASTROCYTOMA p10ooz 0% P Mx  P2248 possz
BRAIN 0100 ‘ﬁﬂ”LARCELL TUMOR §10008 b |1 b Fm o000 bsise
NASAL CAVITY, POST 0602 JADENOMA peo212 B% 1 D N J1.0000 8265
NASAL CAVITY, MIDD 604 JADENOMA peoat1 £% NI D 10000 8265
SHODENUM- Teor—JCA o0 p% | 0000 10.8265
fteum 1603 FIBROSARCOMA 160301 J0% P T N P.4691 1438
LIVER 1800 %ZQBOMCIELLULAR 180007 Jou P g N posss oo
LIVER 1500 FIEPATOCELLULAR 1s0008 Jove o h FA D488 P.is3s
[PANCREAS D000 BSLET CELL ADENOMA _ R00002 B% B ] N Paear b2930
ANCREAS D000 fISLET CELL CARCINOMA 00003 P% | D N Tiooo  szes
PANCREAS poco  PAXED ISLET-ACINAR pooot3 kb p lm 10000 botso
fKIDNEYS D100 JTUBULAR ADENOMA D10007 §0% b 1 N bosw  paswo
[KIDNEYS D100 [LIPOSARCOMA bioo1z £% i 7 Pix Pasas P2
TESTES D500 JLEYDIG CELL ADENOMA _ P50004 % | G N b2015  poss
PROSTATE (700 |ADENOMA p70005 B% I n N b.iass posal
PITUITARY ANTERIOR 101 JADENOMA o102 pe%e i3 fis X Pazes  p.i103
THYROID GLAND 4200 ';?)'E';"ga'x‘k CELL 120003 Jlowe b lis lm b.oost  f0.0027
THYROID GLAND }uoo %‘g&%ﬁﬁ CELL k20004 h% P b FN p.6440  J0.4499
THYROID GLAND 1200 [C.CELL ADENOMA 120007 N18% P 3 N p8s38  p.77%
THYROID GLAND 1200 [C-CELL CARCINOMA 20008 % | 7 N P45z p2as
PARATHYROID GLANDS 300 JADENOMA 30002 B% i b N paant 2363
[ADRENAL CORTEX 1301 JCORTICAL ADENOMA (30102 k% P I N P3498  pe6753
[ADRENAL CORTEX 1201 HEMANGIOSARCOMA 20116 B% |1 b FA__ [1.0000  Jo.8281
ADRENAL MEDULLA  j1402 P:&%Q?OMOCYTOMA ha0203 b P p IN - poies pasas
SYSTEMIC NEOPLASMS 500 JLYMPHOID LEUKEMIA  R50002 0% P R FA_ Ps000  p.1587
SPLEEN 1600  HEMANGIOSARCOMA 160010 Jo% o 0 N peest Ppiass
FHYMUS 000 [THYMOMA (BENIGN) F00002 B% It b N [1.0000 8265
HYMUS 5000 JTHYMOMA (MALIGNANT) 500003 J0% P I FA_ Pa719  p1ast
MESENT LYMPH NODE 5104 [HEMANGIOMA E10402 [0% P I N paeo1 P48
JMESENT. LYMPH NODE [5104 HEMANGIOSARCOMA 510403 1% p I N 8554 [0.6835
JMANDIBUL, LYMPH NO 5108 JHEMANGIOSARCOMA (10806 0% P T N A INA
HARDERIAN GLANDS 5400 |ADENOMA - . 520005 R% |1 i [N P23 pa6so
SKIN'SUBCUTIS < F700 JKERATOACANTHOMA 570002 J0% P ] (N P12 o360
SKIN/SUBCUTIS “F700  EQUAMOUS PAPILLOMA _ F70003 B% I ) N [ooco 8293
SKIN/SUBCUTIS 5700 SEBACEOUS ADENOMA 70005 % I b N 10000 8203
SKIN/SUBCUTIS 5700 JBASAL CELL CARCINOMA 570008 [0% P | [N 4750 01466
SKIN/SUBCUTIS 700 FIBROMA 570009 B% P 1 MX_ 08595 6947
SKIN/SUBCUTIS 700 [FIBROSARCOMA (70010 0% P f FA 4948 101562
KIN/SUBCUTIS 5700 HEMANGIOSARCOMA 70012 B% | 1 N P.7375  Ppaseo
KIN'SUBCUTIS 5700 [LIPOMA 70013 B% B b N [1.0000 izl
YMBAL'S GLANDS 900 [CARCINOMA %0002 B% I ] N 110000 8265
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C1, C2, High

Dose-Mortality Trend Tests

This test is run using Trena and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

Sex: Male
Time-Adjusted P
Method Trend Test Statistic Value
cox Dose-Mortality Trend 2.22 0.13861
Depart from Trend 1.61 0.2046
Homogeneity 3.683 0.1473
Kruskal -wallis Dose-Mortality Trend 2.15 0.1426
Depart from Trend 1.90 0.1681
Homogenelity 4.05 0.1320
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Test for Pair-Wise Comparison of Controls with High Dose

Source: Male Rat Data

Orga Namr.al [Tum
Organ Name n Tumor Name T;mor Rate (in CTRL1] CTRL2 ] HIGH or pValue{ pValue
Code ode ctri type (Exact) § (Asymp)
v group)
BRAIN 0100 JASTROCYTOMA 010002 §0% D 3 | IN 4500 .1346
BRAIN 0100 MENINGIOMA 010003 0% 3 0 | IN  P.2500 p.0417
RAIN 100 [GRANULAR CELL TUMOR 10008112 \ L oooa b g194
MALLI
INASAL CAVITY, ANTE 601 SQUAMOUS CARCINOMA peo11a]o% D D 1 FA 3258 0752
INASAL CAVITY, POST 602 JADENOMA 060212{1% D 1] \ IN 5142 P.2699
NASAL CAVITY, MDD 604 JADENOMA 060411 1% Il 7 N ]1.0000 P.7447
LUNGS 0900 HEMANGIOSARCOMA 090005 |1% it 7 b FA  |1.0000 Jo.7535
FORESTOMACH 1501 PAPILLOMA 150107}0% b 0 1 IN  p.2500 Jo.0417
DUODENUM 1601 JCARCINOMA 160102 1% D 1 3 N {1.0000 [0.7447
LIVER 1800 HEPATOCELLULAR ADENOMA §180007 [0% D 0 1 IN 3017 .0642
PANCREAS 000 JSLET CELL ADENOMA D00002 B% D 7] 3 N 1.0000 P.9271
PANCREAS P000 BSLET CELL CARCINOMA 200003 §1% 3 I 3 N J1.0000 §0.7447
PANCREAS 000 ;‘DDég%SLET'AcmAR booo13p% b b b N Ji.0000 8667
KIDNEYS 100 JTUBULAR ADENOMA D 10007 1% J 3 3 IN 10000 [0.7447
KIDNEYS 100 JTUBULAR CARCINOMA 210008 § 0% D 0 1 IN  P.2500 p.0417
[KIDNEYS 100 JLIPOSARCOMA P10012§1% D ] 3 FA  J1.0000 [0.7464
TESTES 500 JLEYDIG CELL ADENOMA D50004 R% h I B IN  .1607 [0.0696
PROSTATE D700 JADENOMA D70005 % \ 1 3 IN  }1.0000 [0.8249
SEMINAL VESICLES P800 JADENOMA PR0007 0% D 0 1 N 3017 .0642
PITUITARY ANTERIOR K101 JADENOMA 10102p7% 14 13 D2 MX 0231 p.0142
PITUITARY INTER/NE  J1102 PARS INTERMEDIA ADENOMA 10202 1% i 3 1 IN 5067 P.2632
YROID GLAND 4200 FOLLICULAR CELL ADENOMA h20003f11% | 5 12 IN  .0232 .06
THYROID GLAND 4200 E%{%&%ﬁ: CELL p20004f1% | b : MX [.3305 b.2316
YROID GLAND 4200 {C-CELL ADENOMA 420007{13% P 3 i IN  [0.9487 .9010
THYROID GLAND 4200 JC-CELL CARCINOMA 420008 {1 % 3 [l ] IN 5142 [0.2699
PG?_';QB;YRO'D 4300 JADENOMA 130002 p% 1 1 1 N J.6544 p.4428
IADRENAL CORTEX 4401 JCORTICAL ADENOMA 440102 B% | p 3 N p3031 .2
ADRENAL CORTEX 4401 HEMANGIOSARCOMA 40116 {1% D f FA  [1.0000 p.7515
ADRENAL MEDULLA 402 P::,%:?QMOCYTOMA o203 b b A N e 2233
ADRENALMEDULLA  fid02 [ HEOCHROMOCYTOMA haozoa s |1 p b Fa f10000 fps27
MALIGNA

SYSTEMIC NEOPLASMS B500 L YMPHOSARCOMA ™ 450001 R% 7] p | MX  P.7431  .5401
SYSTEMIC NEOPLASMS asjtp J.YMPHOID LEUKEMIA 4150002 | 0% D 3 h FA 03333 D.0787
SYSTEMIC NEOPLASMS B500 HISTIOCYTIC SARCOMA 450003 | 0% p D | FA 3265 D.0756

SPLEEN 4600 HEMANGIOSARCOMA 460010 0% D D B IN 03017 ).0642 .
[THYMUS 000 fTHYMOMA (BENIGN) 500002 B% p 1 9 IN  J1.0000 p.8713
THYMUS 5000 fTHYMOMA (MALIGNANT) 500003 J1% 1 p p FA  J.ooco Pp.7537
MESENT. LYMPH NODE 5104 HEMANGIOMA 510402 1% 1 9 A N 1.0000 [0.7447
ESENT. LYMPH NODE §5104 JHEMANGIOSARCOMA 510403 B% 1 p [ N D.7475  p.5686
MESENT. LYMPH NODE §5104 JLYMPHANGIOMA k10415 % p 3 3 N {1.0000 J0.8249
SALIVARY GLANDS 5300 PPAROTID ADENOMA 30003 {0% 3] 1 N 3017 p.0642
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HARDERIAN GLANDS 5400 JADENOMA 5400051% P | 1 11.0000 [0.7447
SKIN/SUBCUTIS 5700 SQUAMOUS PAPILLOMA 570003% D ii p N J1.0000 p.8279
SKIN/SUBCUTIS 5700 SEBACEOUS ADENOMA 57000591% b ] p N §1.0000 [0.7473
KIN/SUBCUTIS 5700 [SEBACEOUS CARCINOMA 570006§1% I 3 D A 1.0000 [0.7565
SKIN/SUBCUTIS 5700 BASAL CELL ADENOMA 570007§0% P o R P.1382 .0335
SKIN/SUBCUTIS 5700 FIBROMA 570009P%  §1 p 1 MX  §1.0000 [0.8797
SKIN/SUBCUTIS 5700 FIBROSARCOMA 70010R% P o ~ pMX P.20as P.ogse
SKIN/SUBCUTIS 5700 HEMANGIOSARCOMA 570012p% i 1 | W p.3es Pp.s3ii
SKIN/SUBCUTIS 5700 JIPOMA 570013 % p 7 D N Jioooo P.8279
SKIN/SUBCUTIS 5700 (St?:ggr&smmrﬁn soouafin i b o P‘A }i.0000 7604
BODY CAVITIES K800 MESOTHELIOMA 620001 |1% I | FA P.sooo 2577
ZYMBAL'S GLANDS K900 ICARCINOMA k90002R% | 1 1 MX  D.6sas p.4a777
APPEARS
THIS
ON ORIG WAY
INAL
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C1 vs. High

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Lite Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Method

Species: Rat

Sex: mMale
Time-Adjusted p
Trend Test Statistic value

Cox

Kruskal -wallis

Pose 1
Dose-Mortality Irend — - 04 0. 79305

Dose-Mortality Trend 0.23 0.6294
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Test for Pairwise Comparison of Control 1 with High Dose

Source: Male Rat Data

Natur'al Tum
) Organ Name (():?;: Tumor Name T(‘:'::’:’ R:‘:ﬂ‘"' cTRL1} HIGH | or :’; '.'::) (PA‘:;::;)
- ) group) type
BRAIN P100 JASTROCYTOMA p10002 J0% P 1 IN_D6azs P28
BRAIN D100 MENINGIOMA p10003 §0% P I N b28s7 o570
NASAL CAVITY, ANTE 601 |SQUAMOUS CARCINOMA beoi 14 10% D 10 Fa__bst1s p.iess
NASAL CAVITY, POST _ J0602  JADENOMA D60212 10% P I N Da795  p.iass
UNGS 0900 HEMANGIOSARCOMA ps000s B% N b FA_ 11.0000 P8363
FORESTOMACH 501 PAPILOMA 150107 J0% P ] 02857 0.0570
LIVER 1800 JHEPATOCELLULAR ADENOMA §180007 10% P N IN_ D4795  p.14ss
PANCREAS h000  JSLET CELL ADENOMA b00002 W% B b IN_ [1.0000  j.9476
KIDNEYS D100 |[TUBULAR ADENOMA b10007 % 1 b IN__11.0000 8315
{KIDNEYS 0100 [TUBULAR CARCINOMA D10008 J0% P i IN_Pp2ss7 posio
TESTES p500  LLEYDIG CELL ADENOMA ps0004 R% 11 3 IN_b2766  p.3as
PROSTATE $700  JADENOMA p70005 B% . |I b N [10000  ps3is
SEMINAL VESICLES D800 JADENOMA P80007 10% P n N p4795 1488
PITUITARY ANTERIOR __ }i101 JADENOMA 10102 ps% e b2 MX pioas  poa:
PITUITARY INTER/NE _ J#102  JPARS INTERMEDIA ADENOMA 10202 B% I ] N Pp23a P aces
THYROID GLAND 1200 FOLLICULAR CELL ADENOMA R20003 Ji2% b 2 IN_ Dos7s o539
THYROID GLAND 1200 FFOLLICULAR CELL CARCINOMA 320004 {10% MX_ 5226 3926
THYROID GLAND 1200 [C-CELL ADENOMA 170007 B% P ) IN_ D829 7053
THYROID GLAND (200 IC-CELL CARCINOMA " 120008 J0% P | N Pa9s  p.1ass
PARATHYROID GLANDS 300 JADENOMA 30002 B% 11 ] IN_ 7250 [.a686
[ADRENAL CORTEX _ 1301 [CORTICAL ADENOMA fa0102 B% |t 3 IN_ 3389 p1739
ADRENAL MEDULLA ao2 fPHEOCHROMOCYTOMA o203 k% b 1 N passT paazs
BENIGN) ;
ADRENAL MEDULLA 402 PS}E‘ESLRSMOCYTOMA ha0204 % | b Fa flosn  pasas
SYSTEMIC NEOPLASMS __ [3500 LLYMPHOSARCOMA [50001 % P ] MX Pooo  Pi670
SYSTEMIC NEOPLASMS 500 L YMPHOID LEUKEMIA 150002 [0% P ] FA_ bsooo  p.ises
SYSTEMIC NEOPLASMS 1500 JHISTIOCYTIC SARCOMA 350003 [0% P 1 FA_ Daoas  P.ises
SPLEEN 1600 JHEMANGIOSARCOMA 160010 J0% D i N p.a795 1488
THYMUS 5000 [THYMOMA (BENIGN) 500002 B% R ] N 11.0000  Poin
THYMUS £000  [THYMOMA (MALIGNANT) E00003 % R b A loooo  pssao
ESENT. LYMPH NODE _ [5104 JHEMANGIOMA 510402 P% |1 D IN_ {10000 D835
MESENT. LYMPH NODE 5104 HEMANGIOSARCOMA E10403 B% R ] IN_ P65z 3638 .
ESENT. LYMPH NODE _ 5104 JLYMPHANGIOMA K10415 f% . B D IN_ 10000 poiaz
SALIVARY GLANDS 5300 JPAROTID ADENOMA 530003 J0% P 0 IN_Pa795  p.1ags
SKIN/SUBCUTIS 700 SQUAMOUS PAPILLOMA 70003 B% I b IN_ 10000 p83a7
KKINSUBCUTIS 5700 |FEBACEOUS CARCINOMA 570006 B% |1 p FA_ ]10000  p84rs
EKIN/SUBCUTIS 5700 JBASAL CELL ADENOMA 570007 J0% b p3125  p.1043
SKIN/SUBCUTIS wk700  FIBROMA 570009 B% | D N [1.0000 P 8347
KIN/SUBCUTIS 5700 FIBROSARCOMA 70010 B B ] X P 5250 p346s
SKIN/SUBCUTIS 5700 JHEMANGIOSARCOMA 570012 % 1 1 IN_P.7394 | asaa
SKIN/SUBCUTIS 700 [SARCOMA (UNDIFFERENTIATED 570014 p% | FA 10000 P 84cs
BODY CAVITIES [300  MESOTHELIOMA Esooo1 % I ] FA 6667 4043
ZYMBAL'S GLANDS 6900 |CARCINOMA 650002 R% I I FA D .7659 5147
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C2 vs. High

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

Sex: Male
Time-Adjusted p
Method Trend Test Statistic value
Cox Dose-Mortality Trend 3.10 0.0781

Kruskal-wallis Dose-Mortality Trend 4.08 ° 0.0433
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Test for Pairwise Comparison of Control 2 with High Dose
Source: Male Rat Data

Natural
Organ Name (():?;: Tumor Name Té':;‘:’ Rate Gin} cTrL2 | HiGH T;I::r fg; '.'::) (PA‘:;":;)
Eroup)

BRAIN D100 [ASTROCY TOMA prooozfo% P I N Poooo P20
BRAIN p100 IMENINGIOMA P03 jo% b I (N P66 P23
BRAIN 0100 G;:EULAR CELLTUMOR {0008k |1 p 10000 .8s9s
NASAL CAVITY, ANTE 0601 | SQUAMOUS CARCINOMA — Jpe0114]0% i FA~ paizs Paass
NASAL CAVITY, POST  [0602 JADENOMA pe0212p% I 1 T 0 X
ASAL CAVITY.MIDD 604 JADENOMA peoati B% I b N {10000 Dsie7
FORESTOMACH 1501 PAPILLOMA [iso107f0% b 1 N 6667 b23%
DUODENUM J601 ICARCINOMA frsoi02p% I b 10000 psier
| IVER 1800 %EQBOSFLULAR 1200070 b | In  bassr bz
PANCREAS 000 JSLET CELL ADENOMA 00002 1% P ] IN__ Jto000  b.000s
PANCREAS D000 JISLET CELL CARCINOMA _ R0o003 k% . It D IN__ Jio000  psier
PANCREAS D000 mi%SLET'AC‘NAR poooi3 o p 0 N oo posss
[KIDREYS 100 JTUBULAR CARCINOMA 10008[0% P N N Poos7 P 2399
KiDNEYS "P100 LIPOSARCOMA D10 k% I b FA_ Jloooo  psin
TESTES ps00 JLEYDIG CELL ADENOMA  P50004p%  §I ] N P23a0  p.1oss
PROSTATE p700  JADENOMA p70005p% | b 70000 P3167
SEMINAL VESICLES P800 JADENOMA p30007 (0% b I | T S X
. [PITUITARY ANTERIOR R101 JADENOMA fiotozpeve 13 B2 MXx boise  poiza
PITUITARY INTERNE _ [5102JPARS INTERMEDIA ADENOMAR10202]0% P I N pasas P39
THY ROID GLAND 1200 FOLLICULAR CELL ADENOMAR20003)10% 2 N poast . pozeo
THYROID GLAND 1200 Eill-l[(—?lICNUOLI\?X CELL p000ae b s pix paoio o
THYROID GLAND 1200 [C-CELL ADENOMA 20007 J18% ] N boma 9419
THYROID GLAND 200 |C-CELL CARCINOMA 000sp% | Ii N poo93  paas
PARATHYROID GLANDS 300 JADENOMA 30002 0% |1 M N Pooia  pasie
[ADRENAL CORTEX 1301 JCORTICAL ADENOMA Gaoi02f% B h N pasoo 2897
[ADRENAL CORTEX 1301 FIEMANGIOSARCOMA faotok% I b FA_ 0000 psza
ADRENAL MEDULLA 402 P;fﬁgﬁ’;o"‘mym“" hao2oshee b 4 N b3sss  fp2iso
SYSTEMIC NEOPLASMS 1500 LYMPHOSARCOMA 150001 [0% I A Da%as  p.1s63
SYSTEMIC NEOPLASMS 500 LYMPHOID LEUKEMIA 15000210% P I FA Psooo  pises
SYSTEMIC NEOPLASMS P500  HISTIOCYTIC SARCOMA 50003J0% P Ii FA_ Dasss  p1si8

SPLEEN 1600 [HEMANGIOSARCOMA G60010[0% b 1] N D47 - pisao -
THYMUS 5000 [THYMOMA (BENIGN) E00002 k% I b N 10000 p8132
MESENT. LYMPH NODE 5104 HEMANGIOSARCOMA E10a03 % B [0 N 8998 p.jasa
SALIVARY GLANDS 300 PAROTID ADENOMA 53000310% P I N paag7 P13
IARDERIAN GLANDS _ [5400 |ADENOMA . Ka0005p% |1 b (N Jlo000 psier
KKIN/SUBCUTIS 5700 [SQUAMOUS PAPILLOMA 570003 p% | D N [1.0000 _ p.&ios
SKINSUBCUTIS B700 |SEBACEOUS ADENOMA 570005 2% | b N [1.0000 8195
SKIN'SUBCUTIS 5700 |BASAL CELL ADENOMA G70007[0% P b N p.2727_ posso
SKINSUBCUTIS 5700 [FIBROMA ~ Bi000ok% B p MX_ [1.0000 P o0ss
EKIN/SUBCUTIS 5700 FIBROSARCOMA E70010[0% P ] MX_ P.0895  porn
SKINSUBCUTIS 5700 HEMANGIOSARCOMA E700120% |1 ] IN__ D788 ps3i3
SKIN/SUBCUTIS 700 [LIPOMA 70013 B R b N 10000 poo32
BODY CAVITIES p800 IMESOTHELIOMA £30001 [0% P 1 FA_ ps000  p.ises
YMBALS GLANDS 900 [CARCINOMA po0002 2% i ] X P08 pasas
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C1,C2 vs. Medium
Dose-Mortality Trend Tests

This test 1s run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

Sex: Male
Time-Adjusted P
Method Trend Test Statistic value
cox Dose-Mortality Trend 3.83 0.0504
Depart from Trena 1.52 0.2180
Homogeneity 5.35 0.0690
Kruskal-wallis  Dose-Mortality Tréend 3.53 0.0602
Depart from Trend 1.81 0.1784
Homogeneity 5.34 0.0691
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Test for Pairwise Comparison between Controls and Medium Dose

Source: Male Rat Data

Organ Tumor ::::::: Tum | Value |PV2Iue
Organ Name Code Tumor Name Code | etrd CTRLIJCTRL2{ MED §{ or ?Enct) (Asymp
group) type )

BRAIN 0100 JASTROCYTOMA 10002§0% 4 IN  .0820 [0.0i31
RAIN 0100 JGRANULAR CELL TUMOR (MALI  [10008{1% 4 1 A N 1.0000 J0.8418
INASAL CAVITY, ANTE 601 JADENOMA 0601131 0% 4 1 IN  0.2895 0.0589
INASAL CAVITY, POST 602 JADENOMA 060212 1% p 1 0 IN 1.0000 §0.7391
INASAL CAVITY, MDD 0604 {ADENOMA ) 604111 % 0 i 0 IN  {1.0000 [0.7391
LUNGS 0900 JHEMANGIOSARCOMA 09000511 % | 4 0 FA {1.0000 §0.7540
UODENUM 1601 JCARCINOMA 160102J1% P I b N [1.0000 .7391
IVER 1800 JHEPATOCELLULAR ADENOMA 1800071 0% 4 i 0.0227 0.0031
PANCREAS 2000 JISLET CELL ADENOMA 200002 B% 2 p IN 1.0000 J0.9306
PANCREAS 2000 JSLET CELL CARCINOMA 200003 §1% 0 i 0 IN  §1.0000 0.7391
PANCREAS 2000 IXED ISLET-ACINAR ADENOM 200013 R% D R 0 N 1.0000 J0.8792
IDNEYS 2100 fTUBULAR ADENOMA 210007 1% 1 A 4 IN 1.0000 J0.73%91

- )KIDNEYS 2100 [TUBULAR CARCINOMA 210008 10% o 0 1 N 10.7500 §0.2826
KIDNEYS 2100 RIPOSARCOMA 210012{1% Y it FA ]1.0000 ]0.7409
[TESTES 500 JLEYDIG CELL ADENOMA 250004 2% 1 1 B IN 1446 .0596
EPIDIDYMIDES 2600 CARCINOMA 26001010% 0 0 1l N .2895 J0.0589
PROSTATE P700 JADENOMA P70005 % 1 I b N~ T1.0000 p8is)
[SEMINAL VESICLES 2800 JCARCINOMA 280009} 0% Y D i IN  J0.5000 §0.159!
PITUITARY ANTERIOR 4101 JADENOMA 410102 R7% 14 13 18 MX  0.1365 0.1018
PITUITARY INTER/NE 4102 JPARS INTERMEDIA ADENOMA 410202 }1 % 1 D o IN 1.0000 )0.7392
[THYROID GLAND 200 JFOLLICULAR CELL ADENOMA 420003 {11% 6 P JIN  §0.1388  )0.0895
HYROID GLAND 4200 FOLLICULAR CELL CARCINOMA 20004 {7% 5 3 ﬂN .3875 .2797
THYROID GLAND 4200 JC-CELL ADENOMA 320007 §13% o 10 IIN 0.2161 0.1537
THYROID GLAND 4200 JC-CELL CARCINOMA 420008 {1 % D 1 i 'IN 0.0596  J0.0203
PARATHYROID GLANDS 4300 JADENOMA 430002 R% 1 [] o 1.0000 {0.8107
JADRENAL CORTEX 4401  JCORTICAL ADENOMA 140102 P% 1 2 i IN  [0.7507 J0.5705
JADRENAL CORTEX 4401 HEMANGIOSARCOMA 14011641 % 0 1 0 FA {1.0000 [0.7546
JADRENAL MEDULLA K402 JPHEOCHROMOCYTOMA (BENIGN) K40203 5% B R B IN [0.5583 J0.4193
ADRENAL MEDULLA paoz - OCHROMOCYTOMA paozoafin | 4 O FA looo  psss
SYSTEMIC NEOPLASMS 500 B YMPHOSARCOMA 350001 P% P 3 0 1.0000 §0.8792
SYSTEMIC NEOPLASMS 4500 HISTIOCYTIC SARCOMA 450003 4 0% o P , MX P.1551  ]0.0402
[THYMUS 5000 {THYMOMA (BENIGN) 500002 % R 1 1 N - [0.7416 ]0,5598
[THYMUS 5000 {THYMOMA (MALIGNANT) 500003 J1% 1 p 1 MX .5124  0.2707
MESENT. LYMPH NODE 5104 HEMANGIOMA 51040241 % II 0 R IN  J0.2895 §0.1283
IMESENT. LYMPH NODE 5104 HEMANGIOSARCOMA 510403 3% h R 1 N .7507 .5705
MESENT. LYMPH NODE 5104 ELYMPHANGIOMA 510415 P% R D 0 IN 1.0000 p.8I8I
SALIVARY GLANDS 5300 FIBROSARCOMA . 530005 0% o D 1 FA  .2931 [0.0605
ARDERIAN GLANDS 400 JADENOMA 540005 [1% 0 | D IN 1.0000 §0.7391
[SKIN/SUBCUTIS 5700 JKERATOACANTHOMA 570002 | 0% o A B IN  J0.0425 J0.0095
SKIN/SUBCUTIS 5700 SQUAMOUS PAPILLOMA 570003 2% 1 1 1 P.6530 4415
SKIN/SUBCUTIS 5700 |SEBACEOUS ADENOMA 70005 1% \ | D 1.0000 0.7417
SKIN/SUBCUTIS 5700 SEBACEOUS CARCINOMA 70006 {1% 1 3 4 A |1.0000 [0.7596
SKIN/SUBCUTIS 5700 [BASAL CELL ADENOMA 570007 0% Y Y 2 IN  J0.1473 0.0375
SKIN/SUBCUTIS 5700 FIBROMA 570009 B% 1 2 2 MX 4769 P.3147
[SKIN/SUBCUTIS 5700 JFIBROSARCOMA 570010 % 2 0 2 MX 04514 2752
JSKIN/SUBCUTIS 5700 JHEMANGIOSARCOMA 570012 R% 1 1 2 MX 04377 0.2626
KIN/SUBCUTIS- 5700 JLIPOMA 570013 R% 7] 1 IN  J0.6530 4415
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- . ’ C1 vs. Medium

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
LiTe Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

, : Sex: Male
Time-Adjusted P
Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.57 0.4515

Kruskal -wallis Dose-Mortality Trend 0.66 0.4177
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Test for Pairwise Comparison between Control 1 and Medium Dose

Source: Male Rat Data

Natural
) Organ Name %rogd’: Tumor Name Tén:::r R‘::r:m CTRL1 MED T:;'::r :)l;/x :l::) (:‘:;:;)
. ] group)

BRAIN ) 0100 JASTROCYTOMA b10002_ 0% b 7 p2125 po63s
INASAL CAVITY, ANTE 601 JADENOMA peo1i3 Jo% P 1 N D46i8 .14zl
 UNGS 900 JHEMANGIOSARCOMA ps00os  B% I b FA 10000 8367
I IVER }is00 ;’g’;ﬁgﬁf“mﬂ 180007 to% b ] N+ bosss  pozer
ANCREAS 000 SLETCELL ADENOMA () 4 N ALY 548
[KIDNEYS P100 [TUBULAR ADENOMA b10007 % . In b 10000 0.8248
" [KIDNEYS P100  [TUBULAR CARCINOMA _ R10008 0% P 1 N 7500 2326
TESTES p500 . LEYDIG CELL ADENOMA _ Rs50002  B% I B N P.2555  paz2ia
EPIDIDYMIDES P600  ICARCINOMA D60010  J0% P I N D.46a8 1421
-~ [PROSTATE p700  JADENOMA T b70005 B% I N 11.0000 8248
SEMINAL VESICLES D800 ICARCINOMA D3000s 0% P ] N P6s75s  Pp2sos
.- JPITUITARY ANTERIOR K101 ADENOMA 110102 8% 14 18 MX 0.3205 0.2544
PITUITARY INTER/NE 102 i’;‘gomh}imm“ 1022 b% | p N~ fiocoo  fps23s
THYROID GLAND 4200 i%'éh'gﬁl,;“ CELL 20003 iz kb 3 N bt p2ie2
THYROID GLAND 200 FOLLICULAR CELL 20004 fov  fs 5 IN - po2s1 fasao
THYROID GLAND 1200 IC-CELL ADENOMA 20007 B% B fo N Pbi278  Potes
THYROID GLAND 1200 IC-CELL CARCINOMA 20008 J0% b n N p.0974  Po36a
PARATHYROID GLANDS 300 JADENOMA 30002 % D D 10000 8173
[ADRENAL CORTEX 1201 |CORTICAL ADENOMA fs0102 P% I N N p.7171 P.a60s
ADRENAL MEDULLA 1402 ::g&:?OMmYTOMA hao20s k% B p N b0 bsson
ADRENAL MEDULLA 1402 P&‘iﬁ%’;’f""(’“m”‘ haoz0s b | ) Fa~ floow  psaar
YSTEMIC NEOPLASMS 1500 LYMPHOSARCOMA 50001 B% B D N 10000 [p.9548
YSTEMIC NEOPLASMS 500 HISTIOCYTIC SARCOMA 150003 [0% b D MX P34i3 P.ii6z
THYMUS 000 [THYMOMA (BENIGN) 00002 B% R 1 [N D859 6693
THYMUS 000 [THYMOMA (MALIGNANT) 00003 R% I h MX 7202 Pa676
MESENT, LYMPH NODE 5104 HEMANGIOMA G140z B% I 3 N pss9s p32a6
ESENT. LYMPH NODE 104 JHEMANGIOSARCOMA B10403 % |1 ] N . P 7171 P.asos

MESENT. LYMPH NODE 5104 LYMPHANGIOMA Evoals B% B D fN_ 11,0000 P.9080..
SALIVARY GLANDS 5300 JFIBROSARCOMA 530005 0% P T A paizz piast
KKIN/SUBCUTIS 5700 [KERATOACANTHOMA G70002 J0% b ) [N 1503 o517
SKIN/SUBCUTIS 5700 FQUAMOUS PAPILLOMA 570003 B% I 0 p7242 P .asal
SKIN/SUBCUTIS £700  FEBACEOUS CARCINOMA 570006 % I 7 FA 10000 08508
SKIN/SUBCUTIS £700  JBASAL CELL ADENOMA 570007 0% P D N b32a1 Paoar
KIN/SUBCUTIS %700 FIBROMA 570009 B% I p [N p4se6 2463
SKIN'SUBCUTIS 5700 FIBROSARCOMA 70010 % B A MX_ D.7487 D567
SKIN/SUBCUTIS 700 HEMANGIOSARCOMA 570012 % I 7 MX 4835 P 2681
SKIN/SUBCUTIS (700 LIPOMA E70013 J0% D 0 [N paria_ p.ias3
SKINISUBCUTIS 5700 SSSS@’;‘E’}ENTMTED 570014 o b kA hoooo |psais

ODY CAVITIES 800 MESOTHELIOMA 80001 B% [t b A A NA

YMBAL'S GLANDS 900 [CARCINOMA k90002 B% i ] A 10000 psais

38



C2 vs. Medium

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
tife Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

sex: Male
Time-Adjusted p
Method Trend Test Statistic value
cox Dose-Mortality Trend 4.60 Q.0321
Kruskal-wallis Dose-Mortality Trend 5.54 0.0186
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Test for Pairwise Comparison between Control 2 and Medium Dose

Source: Male Rat Data

., Nntur.ll Tum
Organ Name (():?;: Tumor Name Tcn;:;:r R.::ﬂ(m CTRL2{MED { or (pE\; :l::) (pA:I;::;)
, . group) frpe '
BRAIN P100 JASTROCYTOMA 010002 [0% 7] IN ]85s3 0.0522
RAIN 100 JGRANULAR CELL TUMOR (MALI 010008 R% | 0 N [1.0000 D.9125
NASAL CAVITY, ANTE l2601 ADENOMA gsm 13 10% I PD.4342 1273
INASAL CAVITY, POST p602  JADENOMA 60212 P% |1 D N ]1.0000 D.8100
INASAL CAVITY, MIDD D604 ENOMA 60411 p% | PN ]1.0000 D.8100
DUODENUM Jiso1  JCARCINOMA fico102 p% 1 D N |1.0000 0.8100
IVER 1800 JHEPATOCELLULAR ADENOMA 180007 0% p g IN 0776 p.0226
PANCREAS D000 FSLET CELL ADENOMA 00002 H% D D N §1.0000 D.8941
PANCREAS D000  JSLET CELL CARCINOMA 00003  R% i D N {1.0000 0.8100
PANCREAS D000  PMIXED ISLET-ACINAR ADENOM  P00013  |% 7] D N |1.0000 0.9420
IDNEYS 2100 JTUBULAR CARCINOMA D10008  J0% 0 [ IN  N/A N/A
IDNEYS D100 IPOSARCOMA 10012 P% 1 0 FA  |1.0000 8109
[TESTES 2500 LEYDIG CELL ADENOMA 50004 2% 1 ¢ N 0.2148 0.0969
EPIDIDYMIDES P600  JCARCINOMA peooro  [o% D ] IN 4342 D.1273
PROSTATE D700  JADENOMA 270005 % | D N [i.0000 0.8100
SEMINAL VESICLES P800  JCARCINOMA D30009 [0% 1 1 N 64N p.2307
PITUITARY ANTERIOR 4101  JADENOMA 410102 R6% 13 18 MX  [0.0998 0.0701
[THYROID GLAND 4200 JFOLLICULAR CELL ADENOMA k20003 {i0% 5 3 N ]0.1480 0.0917
[THYROID GLAND 4200 JFOLLICULAR CELL CARCINOMA [20004 §% p 3 IN  |.1218 0.0596
[THYROID GLAND 4200 JC-CELL ADENOMA 420007 [18% 3 10 IN  P.4171 03213
[THYROID GLAND 4200 JC-CELL CARCINOMA 1420008 P% 1 n IN  }0.1997 0.0951
PARATHYROID GLANDS 4300 JADENOMA 430002 P% | D IN  {1.0000 D.8026
IADRENAL CORTEX 4401  JCORTICAL ADENOMA 440102 K% 7] h N .8245 D.6400
IADRENAL CORTEX 401 EMANGIOSARCOMA 440116 % h 0 FA  ]1.0000 D.8257
IADRENAL MEDULLA 4402 PPHEOCHROMOCYTOMA (BENIGN)K40203 k% 7] { IN  pass2 D.2849
SYSTEMIC NEOPLASMS 4S00  HISTIOCYTIC SARCOMA 1450003 0% 3 7] MX 2953 00974
THYMUS 5000 JTHYMOMA (BENIGN) 500002 P% [ ] I IN 6746 D.4170
THYMUS 5000 JTHYMOMA (MALIGNANT) 500003  jo% D h N p.a267 D.1236
PMESENT. LYMPH NODE 5104  HEMANGIOMA 510402 [0% 7 |7 N Pp.2810 .0913
ESENT. LYMPH NODE 5104 JHEMANGIOSARCOMA 510403  H% 7 f N 0.8245 0.6400
ALIVARY GLANDS 5300  JFFIBROSARCOMA 530005 0% 7 i FA D.4359 p.1241
HARDERIAN GLANDS 5400 JADENOMA 540005 P% f D N ]1.0000 0.8100
SKIN/SUBCUTIS 5700 RATOACANTHOMA 70002 0% p { N 1231 0.0408
SKIN/SUBCUTIS 5700  [SQUAMOUS PAPILLOMA 570003 P% h I IN  p.6897 D.4322
SKIN/SUBCUTIS 5700 SEBACEOUS ADENOMA 570005 R% I 1 IN  |1.0000 D.8128
SKIN/SUBCUTIS 5700 JBASAL CELL ADENOMA 570007 0% D D IN  D.2847 D.0928
SKIN/SUBCUTIS B700  FIBROMA 570009 k% 7 p MX_ P6100  patss
SKIN/SUBCUTIS 5700  JFIBROSARCOMA 570010 J0% b D FA P.2336 0.0720
SKIN/SUBCUTIS 5700 HEMANGIOSARCOMA 570012 % 1 D MX  ]0.5240 0.2991
SKIN/SUBCUTIS 5700 IPOMA 570013 b% | N 8300 0.6475
ZYMBAL'S GLANDS 6900 JCARCINOMA 690002 % i b IN i 0000 0.8064
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Combined Tumors/Tissues for Male Rats

Hemangiomas — all tissues (occurred in only one tissue)
Hemangiosarcomas — all tissues
Hemangiomas and Hemangiosarcomas — all tissues
Hepatocellular adenomas and carcinomas — liver
Adenomas and carcinomas —seminal vesicle

Basal Cell Adenomas and carcinomas — skin
Follicular Cell adenomas and carcinomas — thyroid

[Prostate and Testes had only adenomas, no carcinomas, and are not repeated from

detailed Tables}

Test for Dose-Tumor Positive Linear Trend

Source: Male Rat Data
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Orga ram Fonel , T | pvatue | pvai
Organ Name n Tumor Name | CTRL1JCTRL2 | LOW | MED |HIGH | MAX fmor| P20¢ | B8uE
Code Code (in ctr! pe (Exact) § (Asymp)
roup)
JHEPATOCELLULAR J
IVER 11 JADENOMA AND 2 Jou b b i B | b x boxus  boies
CARCINOMA :
SEMINALVESICLES B3 Qﬁﬁg&%ﬁﬁ”o s 10w b b p I I b In pisos b
SKIN/SUBCUTIS |55 'éﬁ:’é[ﬁggﬂk“mm““ ANDEs low b b D b e | N b2s0o  fp2szs
FOLLICULARCELL [
THYROIDGLAND 17 JADENOMA AND ks s | 7 b 2 be s x boors  b.ooso
CARCINOMA
ALL TISSUES B9 JHEMANGIOMA T T 0 b 7 D b T N P60 ooz
ALL TISSUES B9 JHEMANGIOSARCOMA b22 % B n B ] n X P3a2s  Paaso
ALL TISSUES " gg:}:ﬂg:gg‘&z‘gb‘ A b2 k% kb A 4 g s Mx ba2a1 bazes
Plags




Cl1, Low, Medium, High, Max
Test for Dose-Tumor Positive Linear Trend

Source: Male Rat Data

lo Natur
N rga Tum | al Tu 1ovatue| pval
"Organ Name n Tumor Name or | Rate ICTRLIILOWFMED HIGH IMAX|mor "E a “te ?A alue
Code Codein ctrl type (Exact) {(Asymp)
roup) '
HHEPATOCELLULAR
IVER 11 ADENOMA AND P2 0% 0 1 3 1 4 X 10.0691 ]0.0602
] CARCINOMA
: ENOMA AND
SEMINALYESICLES 33 @IXRCINOM A 14 1 0% 0 0 1 1 0 0.4745 0.4336
. ASALCELL ADENOMA o
S_KIN/SUBCUTIS 155 ND CARCINOMA 66 0% P 2 ” ’ 1 FI'N 0.4298 10.4358
OLLICULARCELL
THYROIDGLAND [77 ENOMA AND 88 2% {11 14 12 16 18 MX 10.0456 )0.0438
ARCINOMA
IALL TISSUES 99 IHEMANGIOMA 111 R% 1 2 ’” 0 | 0.8045 j0.8111
ALL TISSUES 99 'HEMANGIOSARCOMA 22 % 3 2 3 3 4 MX 10.2677 §0.2641
EMANGIOMA and o
IALL TISSUE 11 EEMANGIOSARCOMA 22 8% 4 4 o 3 S MX [0.4264 J0.4284
C2, Low Medium, High, Max
Test for Dose-Tumor Positive Linear Trend
Source: Male Rat Data
| atur
Organ Tum | al Tu Value pValue
Organ Name g Tumor Name or | Rate |CTRL2JLOWIMED| HIGH (MAX]mor| P (Asymp
Code . (Exact)
. Codein ctrl type )
roup)
JHEPATOCELLULAR
IVER i1 ADENOMA AND 2 0% P 1 3 1 3 MX 10.0607 _ 10.0521
CARCINOMA
IADENOMA AND
nEMINALVESICLES 33 CARCINOMA 14 0% 0 0 1 1 0 IN [0.4593 0.4195
ASALCELL
SKIN/SUBCUTIS 55 ENOMA AND ~ 166 10% 0 ” D D 1 IN [0.4602 0.4654
'ARCINOMA
[FOLLICULARCELL
THYROIDGLAND |77 IADENOMA AND 88 14% [7 14 12 16 18 X P.o11t 0.0102
ICARCINOMA |
ALL TISSUES 99  [HEMANGIOMA 1 0% p 2 B P 1 N p.6559 [.678I
ALL TISSUES 99  |[HEMANGIOSARCOMA R22 8% P b B B 4 MX 3596  J0.3592
HEMANGIOMA and R
ALL TISSUES 11 HEMANGIOSARCOMA P2 8% 4 4 = 3 5 lMX 0.4245 0.4265
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Cl, C2, MAX

Pair-wise Test

Source: Male Rat Data

r atur
] . ang Tum{ al Tu Val Val
Organ Name od Tumor Name or ] Rate JCTRL1] CTRL2 } MAX |mor pE 2 u:)i PA alue
e }Codejin ctrl type xact)f (Asymp)
_roup)
JHEPATOCELLULAR
; IVER 1T JADENOMA AND 2 10% P 0 4 MX 0.0101 0.0017
ICARCINOMA
i ASALCELL ADENOMA .
SKIN/SUBCUTXS 55 ND CARCINOMA 66 10% P 0 1 IN 03193 p.0722
N OLLICULARCELL
THYROIDGLAND 77 DENOMA AND 88 118% il 7 18 0.0178 J0.0098
ARCINOMA .
"JALL TISSUES 99 [HEMANGIOMA 111 1% 1 0 1 IN 05385 0.2911
ALL TISSUES 99 JHEMANGIOSARCOMA P22 1% B 4 4 MX Jo.6002 [0.4823
EMANGIOMA and
ALL TISSUES 11 EEM ANGIOSARCOMA P2 B% M 4 5 lMX 0.5062 §0.3973
Cl vs. MAX
Pair-wise Test
Source: Male Rat Data
rg Natural
an Tum Rate Tum pValue pValue
Organ Name Tumor Name or {. CTRL1] MAX ] or
od c (in ctrl (Exact) (Asymp)
- ode type
e group)
EPATOCELLULAR '
LIVER 11 ENOMA AND P2 10% 0 4 MX 10.0594 _ 0.0214_
ARCINOMA
ASALCELL ADENOMA o
FKIN/SUBCUTIS 55 ND CARCINOMA 66  10% 0 1 lIN 0.5000 0.1587
h OLLICULARCELL
THYROIDGLAND 77 ENOMA AND . B8 2% |11 18 0.1190 0.0815
» JCARCINOMA
ALL TISSUES 99 JHEMANGIOMA 1t p% |1 1 IN_ J0.7533 0.5001
ALL TISSUES 99 [HEMANGIOSARCOMA P22 k6% B3 4 MX Jo.5518 0.3963 -
EMANGIOMA and o
ALL TISSUES 1 EEM ANGIOSARCOMA 22 FA, 4 5 IMX 0.5460 0.4073
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C2 vs. MAX

Pair-wise Test

Source: Male Rat Data

Tu [Natural am
) Organ mor] Rate pValue| pValue
Organ Name Code Tumor Name rc od | (in ctrl CTRL2] MAX | or (Exact) |(Asymp)
e |jgroup) type
EPATOCELLULAR ADENOMA
FJVER 11 ND CARCINOMA 22 10% 0 K MX [0.0484 [0.0168
ASALCELL ADENOMA AND
SKIN/SUBCUTIS |55 ARCINOMA 66 10% 0 1 I]'N 0.4691 §0.1438
OLLICULARCELL ADENOMA o '
:THYROIDGLAND 77 ND CARCINOMA B8 ll4% [ 18 II'N 0.0067 §0.0037
ALL TISSUES 99 [HEMANGIOMA 11 §0% Jo 1 N Jo.4691 J0.1438
JALL TISSUES 99 [HEMANGIOSARCOMA 22 B% 4 o MX J0.7468 J0.6122
- EMANGIOMA and
IALL TISSUES 11 EEM ANGIOSARCOMA 22 ls% 1 5 IMX P.5948 0.4534
Cl1, C2, vs. HIGH
Pair-wise Test
Source: Male Rat Data
Natur
Tum | al k Tu
Organ Name %l;g;: Tumor Name or | Rate TRL T2R L HIGH Jmor pgl algte aVaIue
Codein ctrl type( xact)| (Asymp)
roup)
JHEPATOCELLULAR
LIVER 11 ADENOMA AND P2 10% P 0 1 IN 103017 0.0642
ICARCINOMA - -
EMINALVESICL ADENOMA AND o
S £X] CARCINOMA 14 rO/o 0 P 1 fIN [0.3017 ]0.0642
ASALCELL ADENOMA o
SKIN/SUBCUTIS 55 ND CARCINOMA K6 10% P 0 b N J0.1358 §0.0326
OLLICULARCELL
THYROIDGLAND {77 ~ JADENOMA AND B8 8% 1) 7 16 X 10.0273 .0158
ARCINOMA
ALL TISSUES 99  [HEMANGIOMA i five |t 0 0 N J1.0000 Jo.7447
ALL TISSUES 09 lHEMANGIOSARCOMA P22 7% B i 3 MX [0.6745 [0.5563
EMANGIOMA and o
IALL TISSUES 11 EEMANGIOSARCOMA FZ 8% H i 3 MX P.7394 0.6312




C1 VS. HIGH

Pair-wiseTest

Source: Male Rat Data

r INatur
ang Tum al Tu Val Val
) Organ Name od Tumor Name or | Rate RL1{HIGH |mor pE a ute PA alue
e CodeXin ctrl type (Exact)] (Asymp)
_ roup)
EPATOCELLULAR ADENOMA
IVER 11 P;ND CARCINOMA P2 10% P I 0.4795 10.1488
EMINALVESICLESP3 JADENOMA AND CARCINOMA M4~ 0% I 0.4795 J0.1488
ASALCELL ADENOMA AND
SKIN/SUBCUTIS 53 ARCINOMA 66 (0% P D IrN 0.3082 [0.1025
1 » OLLICULARCELL ADENOMA
THYROIDGLAND 17 |, o CARCINOMA 88  P2% (it 16 iMX 0.1276 }.0877
ALL TISSUES 99 JHEMANGIOMA it p% | 0 IN {1.0000 0.8315
ALL TISSUES b9 JHEMANGIOSARCOMA P22 b% B 3 MX 10.5743 p.4142
EMANGIOMA and
ALL TISSUES 11 EEM ANGIOSARCOMA 2 B% b 3 lMx 0.7089 10.5680
C2 VS. HIGH
Pair-wise Test
Source: Male Rat Data
atur
Orea Tum al Tum Val Val
Organ Name C:)gden Tumor Name or | Rate | CTRL2 | HIGH | or FEx::t‘; (;;sa ue)
Code Kin ctrl type ymp
_ _rroup)lI
EPATOCELLULAR _
LIVER 11 ADENOMA AND D2 10% P 1 0.4487 0.1340
ICARCINOMA
ADENOMA AND
SEMINALVESICLES 33 C ARCINOMA 4 0% P 1 lm 0.4487 0.1340
ASALCELL ADENOMA o !m
SKIN/SUBCUTIS  I55 ND CARCINOMA ~ 66 0% b D 0.2692 0.0866
YFOLLICULARCELL
THYROIDGLAND {77 DENOMA AND 88  |14% |7 16 MX p.o186 0.0105
ICARCINOMA
[ALL TISSUES 09  JHEMANGIOSARCOMA P22 B% 4 i MX  .7965 0.6700
‘ EMANGIOMA AND R
ALL TISSUES 11 EEM ANGIOSARCOMA D2 B% M 3 *Mx 0.7965 0.6700
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Cl1, C2 vs. Medium

Pair-wise Test

Source: Male Rat Data

l() atur
rga al |, Tum
Organ Name n Tumor Name T'g::e Rate rrlR LIC'I‘RLZ MED{ or pg’ a'u: :Valuc
Code r in ctrl type (Exact) | (Asymp)
roup)
ATOCELLULAR
- LIVER 11 IADENOMA AND 22 0% P 0 3 IN .0227 p.0031
ICARCINOMA
i IADENOMA AND
] SEMINALVES[CLES 33 CARCINOMA K4 0% P 0 1 EN 0.5000 J0.1591
ASALCELL ADENOMA o
MSKIN/SUBCUTIS 55 ND CARCINOMA 66 0% P 0 D Il'N 0.1447 0.0366
OLLICULARCELL
THYROIDGLAND |77 DENOMA AND 88 18% |11 7 12 0.2443 J0.1833
ARCINOMA
ALL TISSUES 99  [HEMANGIOMA H1 1% |l 1 D IN  .2895 f.1283
ALL TISSUES 99 JHEMANGIOSARCOMA P22 % B 4 3 MX p.6759 .5575
EMANGIOMA and °
ALL TISSUES ~ {l1 EEMANGIOSARCOMA 22 8% M 4 4 IMX 0.5585 §0.4460
C1 vs. MEDIUM

Pair-wise Test

Source: Male Rat Data

R atur
Tum | al Tum
Organ Name %';,g:: Tumor Name or | Rate { CTRL1 § MED | or 5;] aalute iValue
Code Yin ctrl} type 51 ) '(5 symp)
' roup)
HEPATOCELLULAR o
IVER 11 ADENOMA AND CARCINOMA. P2 10% P 3 0.0955  ]0.0297
SEMINALVESICLES 33 IADENOMA AND CARCINOMA K4 (0% P 1 0.6875  ]0.2508

ASALCELL ADENOMA AND

N
SKIN/SUBCUTIS 55 & |- ARCINOMA 6 10% D ‘TN 0.3195  J0.1068
OLLICULARCELL ADENOMA .
THYROIDGLAND  [77 ND CARCINOMA 88 p2% i1 12 ]I'N 0.5361  10.4405
LL TISSUES 99  [HEMANGIOMA 1 p% | fIN J0.5594  J0.3246
ALL TISSUES 9  [HEMANGIOSARCOMA P22 % B 3 MX J.6160  Jo.4561
EMANGIOMA and .
ALL TISSUES 1 EEM ANGIOSARCOMA P2 B% p 4 |MX 0.5827  [0.4412
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C2 vs MEDIUM

Pair-wise Test

Source: Male Rat Data

47

u INatur
rga mor al Tu Value Val
Organ Name n Tumor Name ICod Rate JCTRL2}MED Jmor ?Exa ¢ g aue
Code e (in ctrl type ol symp)v
_lgroup) ,
' [HEPATOCELLULAR ADENOMA o

ILIVER Il [ ND CARCINOMA b2 0% p 3 llN 0.0776 E.0226
SEMINALVESICLES B3 JADENOMA AND CARCINOMA M4 0% P 1 N bea71 p.2307

; ASALCELL ADENOMA AND R
SKIN/SUBCUTIS 55 - I~ ARCINOMA 66 TO/.. D im 0.2810  }0.0913

' OLLICULARCELL ADENOMA
THYROIDGLAND 77 ND CARCINOMA R8 4% 17 12 |11~l 0.0872  J0.0540
IALL TISSUES 99  JHEMANGIOMA 111 {0% P D IN p.2810  J0.0913
-JALL TISSUES 99  JHEMANGIOSARCOMA P22 8% M 3 MX p.7426  0.6068
EMANGIOMA and

r\LL TISSUES 11 ﬂ}EM ANGIOSARCOMA 2 P% 9 ’Mx P.sns P.4374

Apgms THIS way
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Number of Animals
Species: Rat
Sex: Male

Treatment
Group

CTAL1 HIGH Total

L N N

Week

0-52 - 1 5 6
53-78 1 6 7
79-91 6 7 i3
92-103 11 26 37
104-108 81 106 187
Total 100 150 250

Dose-Mortality Trend Tests

This test 1s run using Trend and Homogenelity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

- Species: Rat

Sex: Male
Time-Adjusted P -
Method Trend Test Statistic value
Cox Dose-Mortality Trend 2.72 0.0991
Kruskal-wallis Dose-Mortality Trend 2.99 0.0835

~
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Pair-wise Test for Combined Controls and Combined Medium, High,
and Maximum Doses

Source: Male Rat Data

Natural} Combined L
Organ Tumor| Rate jCombined] Medium, |Tumor {pValue
Organ Name Code Tumor Name Code {(in ctrl] Controls ] High, and | type ](Exact) Value (Asymp)
group) Max Doses
BRAIN 0100 JASTROCYTOMA P10002§0% P 5 X  .0734 p.0318
RAIN D100 |MENINGIOMA __ 01000310% P 1 N 5385 p.177a
- GRANULAR CELL o
BRAIN D100 ' MoR (MALI 010008{1% 17 ‘0 ‘IN 1.0000 J0.9342
ASAL CAVITY,ANTE 601 JADENOMA 060113J0% P 1 N 0.5668 10.1912
: SQUAMOUS
NASAL CAVITY, ANTE 0601 |70 ~roon sy 06011410% P 1 ‘FA 0.5936 §0.2042
NASAL CAVITY,POST  [0602 JADENOMA 060212 |1% 1 1 N 0.8137 §0.5760
NASAL CAVITY,MIDD 0604 |ADENOMA 060411 1% 1 1 IN 1.0000 §0.8738
1 UNGS 0900 gfa“:ANGIOSARC pooooshie | 0 FA  |1.0000 J0.8833
FORESTOMACH 1501 |PAPILLOMA 15010740% P 1 N 0.5385 10.1774
“UODENUM 1601 JCARCINOMA 160102§1% 1 1 IN 1.0000 J0.8738
UM 1603 [FIBROSARCOMA [160301}0% o 1 IN 0.5668 10.1912
‘ EPATOCELLUL .
lLIVER 1800 E\,R ADENOMA  |18000710% 7 0.0172 )0.0094
EPATOCELLUL o
!LIVER 1800 IE:R CARCINOMA [180008}0% o 1 FA 0.5875 §0.2012
SLET CELL .
PANCREAS 2000 LDENOM A 00002 Y% 4 3 er 0.9322 )0.8648
SLET CELL . .
PANCREAS 2000 |-\ L CINOMA 00003 1% 1 D ‘m 1.0000 §0.8738
IMIXED ISLET- ,
PANCREAS 2000 JACINAR 200013 P% D D 1.0000 [0.9702
ADENOM
.~ [TUBULAR o ‘
IKIDNEYS 2100 |, DENOMA 210007 1% | | IN 0.8001 10.5597
. TUBULAR .
KIDNEYS 2100 CARCINOMA 21000810% P D 0.4615 10.1606
IDNEYS 2100 JLIPOSARCOMA . P10012{1% 1 7 MX  p.5813 [0.3478
s [ EYDIG CELL .
TESTES D500 ’LADENOM N 250004 P% D 10 IN 0.0473 0.0270
EPIDIDYMIDES 2600 JCARCINOMA 60010J0% D 1 N 0.5668 10.1912
PROSTATE 2700 JADENOMA 70005 % ] n N 0.4749 10.3085
SEMINAL VESICLES P800 |ADENOMA PR0007}0% b 1 N 0.5668 [0.1912
SEMINAL VESICLES 2800 JCARCINOMA D80009{0% 0 1 IN 0.7027 §0.2579
PITUITARY ANTERIOR 101 |ADENOMA 410102R7% 7 56 MX 100366 0.0287
TUITARY INTER/NE 4102 |PARS 410202 [1% 1 1 N 0.8106 J0.5719
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- IINTERMEDIA
ADENOMA
FOLLICULAR
4200 o
THYROID GLAND CRLL anEmoma f20003[n% i b7 IN  b.0036 |0.0027
FOLLICULAR
THYROID GLAND 1200 JCELL 2000ab% b 12 MX  b0.4376 J0.3402
CARCINOMA
THYROID GLAND 200 [C-CELL 420007{13% 13 19 0.5895 ¥.5096
ADENOMA FN i '
THYROID GLAND 200 [CCELL 20008li%e i 7 1017 J0.0529
CARCINOMA P '
PARATHYROID GLANDS R300 |ADENOMA 13000:0% B 3 N beois pax2
CORTICAL
—|ADRENAL CORTEX— }40 K '
1 ADENOMA 40102 10% 1> N aYAl 4004
ADRENAL CORTEX 4401 SA’“;ANGIOSARC haotishoe | 0 PFA 1.0000 J0.8831
o IPHEOCHROMOC
ADRENAL MEDULLA k402 [yTOMA w0203% b o rrN 0.4907 03737
(BENIGN)
= PHEOCHROMOC
ADRENAL MEDULLA k402 [yTOMA aao20ahe | 0 FA  [1.0000 jo.8s44
(MALIGNA
SYSTEMIC NEOPLASMS 14500 RXMPHOSARCO hsooor b b I rwx 0.9484 |0.8515
YMPHOID -
VSTEMIC NEOPLASMS [isoo f-TMPHOD 15000240% b h Ea  bases bi2s
ISTIOCYTIC
SYSTEMIC NEOPLASMS - k500 E‘ARCOM A s0003loe b 3 MX  10.2428 f0.0899
SPLEEN 4600 hgfdl‘:ANGlOSARC 460010J0% o " IN 3200 b.1076
THYMOMA -
THYMUS 5000 |5 ENIoN so0002b% B i IN  p.9648 j0.8978
THYMOMA -
THYMUS 5000 [ Mionanmy  pooooshin  h " ‘MX 0.6172 103790
[MESENT. LYMPH NODE _ |5104 |HEMANGIOMA 510402 [1% i 5 N b.4752 10.2689
MESENT. LYMPH NODE  [5104 ngANG'OS"RC s10403B% B 3 N b.7668 b.6216
MESENT. LYMPH NODE  [5104 "AYMPHANG‘OM siodishs b 0 IN 10000 b.9477
MANDIBUL. LYMPHNO }s108 SEAXANGIOSARC 51080600% b I N lo.ss71 baais
AROTID - R
SALIVARY GLANDS 5300 f, 0 OMA 53000300% b 1 N psess paoi2
SALIVARY GLANDS 5300 [FIBROSARCOMA {530005]0% [0 1 FA 0.5684 10.1919
[TARDERIAN GLANDS __ 5400 JADENOMA 520005 [1% |1 1 N D337 Pp.5760
SKIN/SUBCUTIS 5700 [SERATOACANTH k70002 |0% o 6 N p.osi3 p.0245
SQUAMOUS - X
SKIN/SUBCUTIS 5700 b OMA 570003p% b | N 9238 }0.8007
) SEBACEOUS -
; 1.0000 po.
INISUBCUTIS 5700 PO s7000shi% | 0 ™ 8768
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SEBACEOUS s
. KIN/SUBCUTIS 5700 | ora P700oshis ki 0 lFA 1.0000 }o.8884
, ASAL CELL )
SKIN/SUBCUTIS 5700 [ e o 570007{0% b 4 er 0.1596 10.0627
ASAL CELL .
SKIN/SUBCUTIS 5700 | aRcInoms  F70008}o% P 1 tl'N . 730 puisar
SKIN/SUBCUTIS 5700 |[FIBROMA 5700006% B g MX p.7943 p.6s62
SKIN/SUBCUTIS 5700 [FIBROSARCOMA [570010R% P 5 MX  b.3062 J.1865
SKIN/SUBCUTIS 5700 i ANGIOSARCh0015b0, l IMX 0.5399 03644
SKIN/SUBCUTIS 5700 JLIPOMA _ 5700130% B 1 N~ b.9238 b.soos
SARCOMA
SKIN/SUBCUTIS 700 KUNDIFFERENTFIA {70014} 10— A——11-0000-J0-8863
TED
[BODY CAVITIES 6800 JMESOTHELIOMA 680001 Ji% |1 1 FA 5000 2577
ZYMBAL'S GLANDS 6900 ICARCINOMA __ [6900022% P 1 ™MX 09275 p.sos2
— OLLICULARCE
THYROIDGLAND 1 LADENOMA P2 |is% |is 16 X jp.ons o.oos?
nd CARCINOMA
EPATOCELLUL :
Liver 83 R ADENOMA W4 % b k X p.olo1 j.oos3
nd CARCINOMA
IADENOMA and o g
SEMINALVESICLES 55 Faremiona. B8 Jow P ’ lIN 0.3983 |0.1394
APPEARS THIS WAY
ON ORIGINAL i -
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Female Rats

Number of Animals Dying in each Interval

week

0-52 2 -1 4 3 2 12
53=78 1 3 L3 5 c J 17
79-91 8 6 3 2 6 ] 30
g92-103 _1 ¢] 6 1 4 8 4 43
'104-108 29 37 31 40 29 36 202
Total 50 50 53 50 51 50 304

*** END OF FILE ***

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Lite Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute
Species: Rat

Sex: Female b

Time-Adjusted P

Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.07 0.7965
"Depart from Trend 10.79 0.0290

* Homogeneity 10.86 0.0542
Kruskal-wallis Dose-Mortality Trend 0.17 0.6806
Depart from Trend 10.54 0.0322

Homogeneity 10.71 0.0574
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Test for Dose-Tumor Positive Linear Trend

Source: Female Rat Data

Natura
[Tum
-] Organ [Tumor]1 Rate LTRL ICTRL pValue | pValue
Organ Name Code Tumor Name Code kin cerll 1 3 LOW § MED JHIGH { MAX | or (Exact) § (Asymp)
, fgroup) . pe
BRAIN P10 JASTROCYTOMA piooozfo% b P b b P I N D152 posso
ALIGNANT
BRAIN proo P A prootifo b b ! b b " FA 0.6667 10.7569
HOROQID PLEXUS |
RAIN o0 Lona (1111 (/9 (N 1 T o P P pom pw
:fgss;“ CAVITY.  beo2  fcHONDROMA ps207hee | ) J T lm boooo b8z
-;'3551’.“" CAVITY, ety JaDENOMA peo212§0% b N b b b 'm p.1667 Jo.0426
NASAL CAVITY, ORAL CAVITY
v psz oA ATy pe021740% b b b i b b 'rN ps198 Jo.6a79
SQUAMOUS
ForesToMacH  Jisor PICATOUS, 1soi9dos b b 1 b b b lm b.6766 J0.7600
GLANDULAR SARCOMA )
oLANDUL hisoz o eniates s02itfow P b I J T Ea besos sz
[SUODENUM 1601 LLEIOMYOMA teo10af0% P b b b ] b [N b32s pasio
HEPATOCELLULAR
L IVER 1s00 BlE A e }is0007fi% 1 1 b 1 g N b.o37o o.o260
LIVER 100 FIEPATOCELLULAR — ligooosfie f1 b . b} b v psiz pan
PANCREAS P00 BSLET CELL ADENOMA Po00002p% b D ] b b b N b2 bon
IDNEYS P100 [TUBULAR ADENOMA _ R1000701% |1 b b b b b N oo piso:
[KIDNEYS P10 JTUBULAR CARCINOMA R1000sR% B b b b P b Mx Jio000 psssi
KIDNEYS b 100 ;i’;:f_f_glONAL CELL  biooofos b b b 1 b b INn bsis pear
OVARIES [200  [CYSTADENOMA h200030% B b b b b b [N [loooo Ppaise
OVARIES 5200 g&ﬁ:ﬁgzﬁcsu haoooohise | b b b b b In Jiocco fo7o2
OVARIES [200 JLUTEOMA B20012[1% |1 b b1 b b N bosie pbisr
OVARIES 1200 ggf;if"”“mb baoo1abr s # g 1 N | N b.76s51 - bo.7691
ENDOMETRIAL
UTERUS 8400 [ AL POLYP Baonzp% b ok 1 b px pase paseo
UTERUS 1400 1:22&%{'&“‘ baoooapee P 5 I . ) b Mx bsio2 bsees
UTERUS 3400 NES;‘:&T‘R'AL baooosfie i b 1 b b D N f.oo70 }o.08s7
UTERUS f400 JLEIOMYOMA —Baooor i b b b P b N [tooco proiz
NDOMETRIAL B N
UTERUS 3400 FS,ROM L ARCO haoo13ov o o 1 0 b P v pso prn
GTERUS (300 [VOLK SAC CARCINOMA pa0014[i% P 1 b b b P FA [10000 p7sa0
CLITORAL GLAND B601  ICARCINOMA B6010410% P b b b b b [N boo pozos
CLITORAL GLAND P601 JADENOMA B60105[0% P bk b b b p.7935  |p.8286
iﬁ?g?gg 4101 |ADENOMA wioro2ks% ps Bs  ps B3 b8 s }wx 09936 §.9930
I;l;‘gg{!l\gg 1101 kcARCINOMA 1U10103p% o D o 1 I D ’Mx p 1752 [p.1527
PITUITARY PARS INTERMEDIA ,, N
Abbdli oz AR O i0202}o% o o 1 ! b b 6641 $0.7911
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FOLLICULAR CELL
ITHYROID GLAND H200 [ADENOMA 420003 P% P 2 0 1 4 3 'I'N 0.0164 0114
FOLLICULAR CELL
THYROID GLAND k200 | 0 oo 120004 01% P 1 1) 0 p D 0.8930 0.8963
[THYROID GLAND }200 JC-CELL ADENOMA 420007{14% b k 4 3 3 4 N pssie P.8sig
fTHYROID GLAND 1200 JC-CELL CARCINOMA  K20008§0% P 0 | D 1 1 N p.a4ag1 Jp.aasze
PARATHYROID j
LANDS 4300 JADENOMA 130002p% i 1 oL D 1 b |m D.6853 0.6558
ADRENAL CORTEX J401 JCORTICAL ADENOMA H40102p% P | 7) p p h N P.5093 P0.5293
_JADRENAL CORTEX §40! JCORTICAL CARCINOMA §140103§0% [ 3 3 i 3 D IN  p.s5224 6492
IADRENAL HEOCHROMOCYTOMA
MebuLLA 4402 | BENIGN) , 1a0203p% | 1 p D I D 'm 7 0.4605 104763
RENAL HEOCHROMOCYTOMA
EDULLA 402 L\ IGNA 44ozo4||-/. 4 1 0 H D p er p.7731 J0.8019
SYSTEMIC o N - ag
FOPLASHMS ] AX—1p-2596—10-2688-
SYSTEMIC
EOPLASMS 14500 Lusnocvrlc sARcOMAkso003f0% Jo D D L p D 'I'N 4333 p.6458
fTHYMUS 5000 {THYMOMA (BENIGN) |ooo02p% P | 3 7] i D pMX p.9sas 9527
: THYMOMA
THYMUS 5000 | \{ALIGNANT) 500003J0% P 0 i 0 D rl 'FA D.2118  §0.2045
YMPH NODES 5100 JHEMANGIOSARCOMA [10003}0% P 1 1 b 0 | IN  J0.5000 |0.1589
ESENT. LYMPH
NODE 5104 JHEMANGIOSARCOMA 510403,1% 1 D 0 { ] p Im D.5402 P.5223
SALIVARY GLANDS 5300 JPAROTID ADENOMA  $30003J0% o D 3 1 [ 0 IN 3218 D.1806
HARDERIAN
IGLANDS p400  JADENOMA 54000530% o o 1 D p b }N P.6733  1.7589
AMMARY GLAND }5600 JFIBROADENOMA 560003J19% fi1 B 14 3 i " PMX  P.9758 0.9720
MAMMARY GLAND 600 JCARCINOMA 560007R% P 5 P 3 D P - PMX P9777 P9653
MAMMARY GLAND §5600 JADENOMA 560008 % P J 1 B 1 I N p.s2si Jp.8248
SKIN/SUBCUTIS ~ [5700 JKERATOACANTHOMA }570002J0% J 3 1 3 | D Fa D309 pier7
SKIN/SUBCUTIS 5700 JBASAL CELL ADENOMAK70007}i% P 1 1 o 1 3 N Jioooo pon2
BASAL CELL
SKIN/SUBCUTIS 5700 §  RCINOMA 57000810% Jo 0 4 1 0 0 lm 0.5198 [0.6479
SKIN/SUBCUTIS 5700 FIBROMA 57000901% P [ 1 1 1 3 N §0.7707 p.800s
SKIN/SUBCUTIS 5700 {FIBROSARCOMA 57001080% [ P 0 1 1 7 Fa P31 pisos
SKIN/SUBCUTIS 5700 JHEMANGIOSARCOMA  [570012J0% b 3 1 ] 7] D N f.osos 0672
SKIN/SUBCUTIS 5700 [JLIPOMA 570013{1% | 0 1 o 7 I PN P281a D.1964
ICARCINOMA (NOT .
SKIN/SUBCUTIS 5700 1S THERWISE 570032]1% P 1 0 0 D D }’A ln.oooo 0.7855
BODY CAVITIES  §6800 [LIPOMA B 30003 1% b [ 0 1 1 3 BN §1.0000 Jo.8414
ZYMBAL'S GLANDS 900 JCARCINOMA 90002 1% |1 D 0 p 3 i Fa pa3si pa2in
ZYMBAL'S GLANDS 6900 [PAPILLOMA 690010{1% | 3 3 ] P 3 N 10000 10.7926
EMUR/JOINT 7100 JOSTEOSARCOMA 10006 J0% 1 o N 6766 10.7600




C1, Low, Medium, High, Max
Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat

Sex: Female
Time-Adjusted P
Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.03 0.8584
Depart from Trend 8.86 0.0313
Homogeneity 8.89 0.0640
Kruskal-wallis Dose-Mortality Trend 0.00 0.9552
Depart trom Trend 8.36 0.0392
Homogeneity 8.36 0.0793
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Test for Dose-Tumor Positive Linear Trend

Source: Female Rat Data

L‘I‘ Tum
Organ Name |OTE*" Tumor Name RLY jow | MED | sicH [Max | or [PY2lue|pValue
Code 1 type (Exact) {(Asymp)
BRAIN p100 JASTROCYTOMA D b p b ] N 2182 §.0595
ALIGNANT
prany 0100 B oA b i b b o Fa bsoir frser
BRAIN 0100 E:f{f&'}“”s prooizfos b h b o b In bs2a2 bsoss
ASAL CAVITY. Joso2 —JcHONDROMA—— - soz0rpn—f—p— b 10000 P 8732
%‘SS;“‘ CAVITY. beo2 fapENOMA pso212}on P b b \ 1 I[N p.2083 |p.06s9
gg‘L CAVITY, %602 ggg‘k&%}gﬁm bso217{0% b b | 0 b In beses booss
FORESTOMACH 1501 EQUAMOUS CARCINOMA [150109}0% P ] b p b IN_ baszaz p.gose
GLANDULAR SARCOMA
et 1502 PARCOMA vtatep | Psozifes P ! b o b Fa ba%ss prom
DUODENUM _ J1601 JLEIOMYOMA fioi0alo%s b b b (1 b N P399 pon
HEPATOCELLULAR
LIVER 1800 fIEPATOCE 18000740% b ] b rp N o201 p.o
k IVER 1800 gii’é&ogﬁaw"“ 1s0008p% | b b ! b p.5905 |.4998
FANCREAS h000 JISLET CELL ADENOMA _ poooo2]o% P T 3 b b BN ps2az Psocs
KIDNEYS 0100 [TUBULAR ADENOMA __P10007R% i b b b b [N 10000 7855
KIDNEYS $100  [TUBULAR CARCINOMA _ R10008j% P b b D b IMX [1.0000 p.8on
TRANSITIONAL CELL -
KIDNEYS pioo LRANST b1oo19o% b b 1 ) b In be3es 7086
DVARIES (700 ICYSTADENOMA h20003 F% b b b b IN fioooo pois?
GRANULOSA CELL
OVARIES 1200 P NOR (BEN ) A b b b b In |iooco bsia2
[OVARIES £200 LUTEOMA h200120% I 7 i b b IN__p.sis_pssst
UNDIFFERENTIATED
OVARIES p200 PPN IR h20014f10% ks J I g ) N bsi103 psios
UTERUS 8400 %LD?:'ETR“‘L STROMAL k10002 fi8% b 5 | 4 6 Mx b.ss77 f.soon
UTERUS 400 E’:E‘c)mg{m“ haoooahe b 1 s b b x boos b0z
UTERUS (200 JENDOMETRIAL ADENOMA Ba000s % | ] D ] D N b2213 p2izs
UTERUS [400  LEIOMYOMA h40007R% |1 b D 3 b BN [1.0000 ps83az
UTERUS 5400 ﬁgggem:u STROMAL banoislove b 1 b 0 0 N praz prsas
1601  JCARCINOMA 0% A b b pos12 pose7
gtfgg“— CARC 360104 b b IN
(601 JADENOMA " % b 9211 8734
Etgﬁg“ ADENO 360105 b b o D N b p.873
RO 101 JADENOMA bioto2ks% p3 bs B3 ks ks pMx boses posss
';';}’g’;‘gg 4101 JCARCINOMA ATITE] ( b 1 I b Mx bosss posrs
RTT%I;{/Q%Y 4102 A%EiomJiRMED[A Li0202}0% b I 1 b b N b7961 fpssos
THYROID GLAND }4200 f\%'é';}g&k“ CELL hoooosk b b 1 A s N boi3s poroo
THYROID GLAND 3200 FOLLICULAR CELL [120004[0% P p p b N 0.9045 p291a
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CARCINOMA

THYROID GLANDP200 [C-CELL ADENOMA 120007 012% n 3 5 h N 08140 p8131
THYROID GLAND 200 KC-CELL CARCINOMA [120008]0% ] b ] IN__p.s7at [p.sasi
P ARATHY ROID

-5 o,

GLANDS 300 JADENOMA hoo02p% | o I p N peso psm
ADRENAL ) RTIC R

L ORTEX 401 |CORTICALADENOMA  haoiozhw P p b b 1 N p.ssos b.6o32
gg:%‘# 4401 JCORTICAL CARCINOMA  hao103]o% b o 1 p o N b.63sa Jo.7086

RENAL PHEOCHROMOCYTOMA
EDULLA 402 [ oENiGN) I sl O d P | R N J.5953 $.6056
RENAL PHEOCHROMOCYTOMA

EDULLA 02 f T ONA haozoalove b o | D o N be3ss Y7086
SYSTEMIC

NEOPLASMS  [5% L YMPHOSARCOMA hsoootp% | p p b p MX P fp379s
SYSTEMIC
NEOPLASMS 500 ISTIOCYTIC bAKFT)'MA h’SUMIW 0 1 1 b b N 0.5417 P.7114
[THYMUS 5000 [THYMOMA (BENIGN) 500002f% B 3 ] 1 D X Po9ss7 por2
THYMUS 5000 [THYMOMA (MALIGNANT) 00003 [0% P l D b 1 FA_ P3189 J0.2883
LYMPH NODES 5100 JHEMANGIOSARCOMA __ §51000310% P 3 b N IN__ .5000 [0.1589
NSIS)ENT‘ LYMPH k104 HEMANGIOSARCOMA  b10a03k% | o h i] o IN  Dp.6ass Jp.6222
SALIVARY )
P ANDS. 5300 JPAROTID ADENOMA s30003f0% b b b !1 b 0.3939 237
FTARDERIAN

GLANDS 5400 JADENOMA 540005J0% P 1 p b b h.8242 §0.8066
pAAMMARY k600 JrBROADENOMA seooosp2n i ha b 7 b Mx pos7o fposss

LAND _ ,
MAMMARY o
GLAND p(»oo ICARCINOMA F60007km B P 4 o 1 MX 9036 J0.8937
MAMMARY -
L AND 600 JADENOMA seoo0shn b | i ] I IN 7551 7577
KIN/SUBCUTIS J5700 |KERATOACANTHOMA 70002J0% P b f b EA 03750 2183
SKIN/SUBCUTIS 5700 JBASAL CELL CARCINOMA F570008§0% P p ] p b N D.6364 .7086
KIN/SUBCUTIS 5700 FIBROMA 570000{0% P b 1 p b IN_p.6364 .7086
SKIN/SUBCUTIS [5700 [FIBROSARCOMA 570010§0% P b ] 1 A 4708 fo.a251
SKIN/SUBCUTIS |5700  JHEMANGIOSARCOMA _ B7001200% P b D 7 IN__ 0.1278 [.1054
SKIN/SUBCUTIS  [5700  JLIPOMA 5700130% | D b D 1 N D.3407 p.2657
E{rﬁgss koo JcarcNOMA 0002 |1 b 0 p 1 FA paon paoa
ZYMBAL'S
L ANDS 6900 [PAPILLOMA sootopx b : b p ™ fiocoe hsas
FEMUR/JOINT _ F7100  JOSTEOSARCOMA 710006]0% b ] b b b IN_ 0.8293 |0.8082




C2, Low, Medium, High, Maximum
Dose-Mortality Trend Tests

This test 1s run using Trend and Homogeneity Analyses of Proportions and.
Life Table Data Version 2.1, by Donald 6. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time -Adjusted p
Met hod Trend Test Statistic value
cox Dose-Mortality Trend 0.49 0.4830
Depart from Trend 9.47 0.0237
Homogeneity 9.96 0.0411
Kruskal -wallis Dose-Mortality Trend 0.66 0.4175
Depart from Trend 9.34 0.0251
Homogeneity 10.00 0.0404

Ry
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Test for Dose-Tumor Positive Linear Trend

Source: Female Rat Data

Natura|
Tum
4 ’Organ [Tumor] ) Rate JCTRL pValue | pValue
Organ Name Code Tumor Name Code Jincert] 2 LOW | MED {HIGH | MAX ';;t (Exact) | (Asymp)
group) .
BRAIN 0100 JASTROCYTOMA p10002J0% P o D p | N~ Jo.2081 [p.0539
BRAIN 0100 JMALIGNANT MENINGIOMA 10011§0% o I o D FA  [.7984 7987
BRAIN 100 JCHOROD PLEXUS PAPILLOMA p010012J0% P i P p 3 IN 7861 P.7946
PSSS'I}'\L CAVITY, 0602 JADENOMA P60212§0% P 4 D p 1 N p.2273 P.0812
NASAL CAVITY, JORAL CAVITY SEBACEOUS
Ppost 0602 ADE 06021740% P o 1 4 3 IN  0.6069 10.6934
-FORESTOMACH 1501 JSQUAMOUS CARCINOMA 15010940% D 1 D D D IN 0.7907 §0.7961
IGLANDULAR SARCOMA
S TOMACH 1502 UNDIFFERENTIATED 150211 §0% b 1 0 FA P.7931 10.7966
DUODENUM 1601 LEIOMYOMA 160104§0% 0 4 o 1 \ IN 0.3779 P.2246
. IVER 1800 JHEPATOCELLULAR ADENOMA {80007 2% 1 1 0 1 3 IN 0.0699 0.0575
HEPATOCELLULAR
LLIVER 1800 CARCINOMA 1800083 0% 0 0 o 1 0 N 0.3779 (0.2246
PANCREAS 2000 HSLET CELL ADENOMA 200002 4% 2 1 o 0 0 N 0.9914 0.9411
KIDNEYS 2100 {TRANSITIONAL CELL PAPILLO R10019§0% Y 4 1 4 D IN 0.6069 §0.6934
VARIES p200 LUTEOMA 32001210% 0 o ] D 0 - IN 0.6105 6952
JOVARIES 3200 JUNDIFFERENTIATED GONADAL 20014 K% 2 B 1 £] 1 N 0.5620 0.5729
FENDOMETRIAL STROMAL .
UTERUS 3490 bOLYP 3400023 0% D 5 1 4 6 YAX 0.0239 [0.0196
JUTERUS 3400 [ENDOMETRIAL CARCINOMA 340004{J10% |5 | [ Y R MX 9023 .gos2
JUTERUS 3400 JENDOMETRIAL ADENOMA 340005 }0% o 1 2 3 2 IN 0.1033 0.0925
UTERUS haoo [ENDOMETRIAL STROMAL awosfes b h b b In psizs bsio
SARCO
UTERUS 3400 [YOLK SAC CARCINOMA B40014 % 1 o 0 D 4 FA J1.0000 8168
CLITORAL GLAND PB601 JCARCINOMA 36010430% 0 o \) D 3 N 0.9597 [0.9385
CLITORAL GLAND 601 JADENOMA 36010540% P " 0 D D IN  [0.8528 [0.8496
PITUITARY
IANTERIOR K101 JADENOMA ) 110102§70% BS Bs B3 28 25 MX P9915 P.9910
PITUITARY -
ANTERIOR K101 JCARCINOMA K10103 % FZ o | il R MX P2715 P.2525
ITUITARY
INTER/NE 4102 PARS INTERMEDIA ADENOMA HK1020210% P 1 1 4 4 N J0.7697 p83%0
[THYROID GLAND §200 FOLLICULAR CELL ADENOMA 420003 4% " o 1 J 3 IN 00160 .0120
FOLLICULAR CELL o
[THYROID GLAND §200 CARCINOMA 1420004 2% 1 P 0 o D IN 0.9570 P.9353
[THYROID GLAND §200 {C-CELL ADENOMA 420007 {16% K o 5 i iN  J0.8532 P8S5IS
[THYROID GLAND §{200 {C-CELL CARCINOMA 42000840% |0 1 0 i 4 IN  [0.5414 P.5196
PARATHYROID = o
GLANDS 4300 JADENOMA K30002R% 1 D 0 1 D IN 06052 .5417
JADRENAL CORTEX 3401 [CORTICAL ADENOMA 440102 % 1 2 0 2 |1 IN 0.4153 [0.4280
ADRENAL CORTEX 401 JCORTICAL CARCINOMA j44010310% P D 1 D o IN 06105 [0.6952
IADRENAL PHEOCHROMOCYTOMA o
MEDULLA 4402 BENIGN) 140203 P% ] B F 1 2 N 0.5355 10.5470
IADRENAL PHEOCHROMOCYTOMA Ly o b
MEDULLA 4402 MALIGNA 40204 % 1 0 1 0 FN P.8497 0.8470
SYSTEMIC °
0 2 .
INEOPLASMS 4500 LYMPHOSARCOMA 50001 10% 0 D p MX 0.1448 J0.1387
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4SYSTEMIC
4
M s 500 JHISTIOCYTIC sARcOMA bsooozfoe b b | b b N Ppsow praos
THYMUS 5000_[THYMOMA (BENIGN) f00002B% i 5 £ I b X _P.oess P95
THYMUS 000 JTHYMOMA (MALIGNANT) s00003j0% P NP P I FA_ D294 0269
 YMPHNODES 100 JHEMANGIOSARCOMA 510003J0% P b b ] IN__ 5000 P.1589
N&S)ENT- LYMPH 1,04 HEMANGIOSARCOMA s10403f0% P b | 'n p . In pa2os f3ses
SALIVARY N
pALIvAT 5300 JPAROTID ADENOMA ss0003fos b p b | b v parst pawo
- [HARDERIAN
~ GLANDS p400 JADENOMA paccosfor P | b b P k« 07861 J0.7946
E::’%ARY 5600 [FIBROADENOMA 560003 J16% ’14 s b b Mx bosis bosor
A RY 5600 JCARCINOMA ksooothox b kB b b ]1 IN  boss3 boosas
}
WL pres k600 {ADENOMA “ 560003f6% P b N b pan
SKIN/SUBCUTIS 5700 JKERATOACANTHOMA E700020% P P P o FA P36 P2l
SKINSUBCUTIS 5700 JBASAL CELL ADENOMA 570000% D PP P P N oo bsna
SKIN/SUBCUTIS _ [5700 BASAL CELL CARCINOMA S7000810% P P | b b p.6069 P.6934
KKIN'SUBCUTIS - 5700 FIBROMA G70000R% | b I b b N Ps4es psass
KKINSUBCUTIS 5700 FIBROSARCOMA 7001000% P b 1 T b FA Ppasse 4105
EKINSUBCUTIS _ [5700 JHEMANGIOSARCOMA s0012f0% P P b kB b IN b buz
SKIN/SUBCUTIS 5700 LIPOMA 7001310% P b P b, I N P28 bosio
SKIN'SUBCUTIS 5700 JCARCINOMA (NOT OTHERWISE [570032R%  §I b bbb FA Ji0000 psze0
BODY CAVITIES 6300 LLIPOMA 80003 % | b b P b N foow bsaa
ZYMBAL'S :
A 6900 JCARCINOMA swoozfox b b b b | FA 2066 p.0s43
FEMUR/JOINT 700 JOSTEOSARCOMA Tioooslos B . b b P IN P b

APPEARS TH)s

ON ORIGINA,
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C1 and C2 vs. Max

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Lite Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Method———— — TrendTest Statistie Value
Cox Dose-Mortality Trend 0.22 0.6368
Depart from Trend 2.39 0.1219
Homogeneity 2.62 0.2704
Kruskal-wallis Dose-Mortality Trend 0.11 0.7390
Depart from Trend 2.43 0.1188
Homogeneity 2.54 0.2802

Ry
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Test for Pairwise Comparison between Controls and Maximum Dose

Source: Female Rat Data

Orga Tumor l‘l:::: LTRL ICTRL [Tumor{ pValue Value
Organ Name C:de Tumor Name Code Kinctrl] 1 2 MAX type rEnct) (T\symp)
. group)

BRAIN D160 JASTROCYTOMA 010002 0% P b | N 3529 pos79
NASAL CAVITY, POST 0602 ICHONDROMA p60207 J1% i b b N |1.0000 J09584
NASAL CAVITY, POST 0602 JADENOMA D60212 [0% P b I N P.2632 poan2
IVER ¥ 180007 1% R L B N 1281 0375
L IVER 1800 JHEPATOCELLULAR CARCINOMA 180008 1% I b D N [1.0000 D696
PANCREAS p000 JISLET CELL ADENOMA b00002 p% P A b N ]1.0000 p.8550
IKIDNEYS p100 {TUBULAR ADENOMA D10007 J1%  Ji b b N [1.0000 b6916
DNEYS P100 [TUBULAR CARCINOMA P10008 P% P b b MX 10000 b.8057
OVARIES (200 ICYSTADENOMA [20003 % P D b N [1.0000 P 8550
OVARIES 200 JGRANULOSA CELL TUMOR (BEN P20009 1% |1 b b N [1.0000 7717
OVARIES 200 JLUTEOMA [20012 1% i b b N [1.0000 7183
DVARIES (200 JUNDIFFERENTIATED GONADAL Bz0014 [% B D N IN__ 9543 8780
[TERUS 3200 JENDOMETRIAL STROMAL POLYP B40002 B% P b 3 MX 3961 [0.2995
UTERUS 1300 JENDOMETRIAL CARCINOMA __ B40004 % P 5 7] MX _ p83ss 7307
UTERUS 3400 JENDOMETRIAL ADENOMA [30005 1% |1 b b IN 2838 1254
CTERGS [400 LLEIOMYOMA Ba0007 [1% | b 7 N J1.0000 7700
UTERUS 400 JYOLK SAC CARCINOMA [a0014 1% P N b A [1.0000 7603
PITUITARY ANTERIOR 101 JADENOMA i10102 8% P3  Bs  Bs  MX p9919 b.oses
PITUITARY ANTERIOR J101 [CARCINOMA 10103 P% P 7 7 [N p.a427 266
THYROID GLAND 1200 JFOLLICULAR CELL ADENOMA _ [20003 B% P b n N 2023 p.1129
THYROID GLAND ____}200 JFOLLICULAR CELL CARCINOMA 20004 |1% P 0 b [N [1.0000 [p.7183
THYROID GLAND 41200 |C-CELL ADENOMA 20007 Na% n [N po109 pssz7
ZQRAX’:‘IE;YRO'D 300 JADENOMA 430002 p% Hl 1 b N J1o000 fossie
[ADRENAL CORTEX P40l [CORTICAL ADENOMA 0102 B% B I 1 N P.7961 P 6243
[ADRENAL MEDULLA _ |#402 [PHEOCHROMOCYTOMA (BENIGN)[#40203 P% |1 1 7 iN__ D3181 p.16a8
ADRENAL MEDULLA  j402 P:iff&RfMOCYTOMA hao2os % b ﬂl 0 N~ foooo b7
SYSTEMIC NEOPLASMS [#500 JLYMPHOSARCOMA 150001 1% | b b A Nloooo 7591
THYMUS 5000 [THYMOMA (BENIGN) 00002 P% P 0 b MX.  [1.0000 | 8882
THYMUS 5000 [THYMOMA (MALIGNANT) 500003 [0% P b 1 FA 3400 [pO8I8 -
f YMPH NODES 5100 JHEMANGIOSARCOMA 510003 J0% P b 1 N A [NA
MESENT. LYMPH NODE 5104 [HEMANGIOSARCOMA 510403 1% | b b IN___[1.0000 J0.7753
MAMMARY GLAND 5600 FIBROADENOMA £60003 §19% [N n MX_ P9827 poe22
MAMMARY GLAND 5600 [CARCINOMA 560007 B% B 3 N MX_ P.9734 P918s
MAMMARY GLAND 5600 IADENOMA = - 560008 F% PR ] [N p.ooo0 7840
SKIN/SUBCUTIS 5400 JBASAL CELL ADENOMA 570007 1% P ] b IN__ [1.0000 .7700
SKIN/SUBCUTIS 5700 [FIBROMA £70009 [1% P 1 b IN__ [1.0000 j0.7700
SKIN/SUBCUTIS 5700 LIPOMA 570013 1% | D 1 IN___ pas2a p.2367
SKIN/SUBCUTIS 5700 JCARCINOMA (NOT OTHERWISE 570032 [1% P ] b FA_ [1.0000 7533
BODY CAVITIES 6800 JIPOMA 580003 1% P I b IN___ [1.0000 ps84id
ZYMBAL'S GLANDS 900 [CARCINOMA 590002 1% |1 D ] FA_ D.35s5 [3086
ZYMBAL'S GLANDS __ |6900 [PAPILLOMA 90010 1% It b b 1.0000 p.7326
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C1 vs. Max

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.90 0.3418
Kruskal-wallis Dose-Mortality Trend 0.96 0.3268



Test for Pairwise Comparison between Control 1 and Maximum Dose

Source: Female Rat Data

atura
1 Organ Name %?:: Tumor Name Té":;:r li::::l CTRL1 MAX T:;';::r :’;‘ :':':) (i\;;:;)
, , lgroup) i
BRAIN p100 JASTROCYTOMA p1o00z J0% P I N p.5538 p.1848
NASAL CAVITY, POST 0602 JCHONDROMA 060207 P% I b N 10000 p9s5sa
NASAL CAVITY, POST 602 |ADENOMA pe0212 Jov% P I N D3846  P.1030
EPATOCELLLIL .Au‘

IVER I e 180007 J0% P 5 D.1635 p.0571
LIVER 1800 *C*i;‘z;?gﬂ;\wm" 180008 b | b ‘m 10000 J.7366
KIDNEYS 2100 JTUBULAR ADENOMA 210007 P% I p §N 1.0000 D.7366
JKIDNEYS £100  [TUBULAR CARCINOMA D10008 B% B b X 11.0000 Pases

VARIES (200 [CYSTADENOMA [20003 B% P b N 10000 09439

- Jovaries 5200 %’;’;NULOSA CELLTUMOR  honooe boe | ) N 10000  fsers
OVARIES B200 JLUTEOMA p20012 B% | b N 10000 7602
OVARIES 5200 ggf;iismmmo b20014 J1o% k5 h p b.9798 09318
UTERUS 3400 ,Egg?;"nm“ STROMAL - hi6002 fis% b b Mx  bows  bseor

TERUS p300 [ENDOMETRIAL CARCINOMA p40004 B% b 7 MX 06376 pasio
UTERUS (400 [ENDOMETRIAL ADENOMA  Ba000s % |1 p N p5817 D 3440
UTERUS [400  LEIOMYOMA Fa0007 B% i b I~ 10000 Psers
PITUITARY ANTERIOR 3101 JADENOMA fio102 6% B3 B X 10.9803 D.9651
PITUITARY ANTERIOR  B101  [CARCINOMA (10103 [0% P 7 N p3025 .00
THYROID GLAND 1200 [FOLLICULAR CELL ADENOMAR20003 B% B T N 3040 p.1754
THYROID GLAND 1700 [C-CELL ADENOMA 120007 J12% G N p.8883 8069
PARATHYROID GLANDS  }1300 JADENOMA (30002 B% B b N 10000 Psess
[ADRENAL CORTEX 1201 JCORTICAL ADENOMA [30102 F% B I N bo163 p.7826
ADRENAL MEDULLA 4402 P;';?I(G:S';OMOCYTOMA ba0203 b b b N 0.4702 2534
SYSTEMIC NEOPLASMS _ }500  LYMPHOSARCOMA 50001 £% I b FA (10000 paeaz
THYMUS 5000 [THYMOMA (BENIGN) £00002 po%e R b FA [1.0000 D 5275
THYMUS 5000 [THYMOMA (MALIGNANT) 00003 J0% P 0 T 5 p1779
Y MPH NODES 5100 [HEMANGIOSARCOMA 10003 [o% P I N NA - NA -
MESENT. LYMPH NODE 5104 HHEMANGIOSARCOMA (10203 B% | b N 1.0000 D.8675
MAMMARY GLAND 5600 [FIBROADENOMA B60003 p2% [ n MX . 0.9935 p.o8a7
MAMMARY GLAND 5600 JCARCINOMA £60007 % ] Fix boss: pssn
MAMMARY GLAND 5600 JADENOMA E60008 % B I N p.8606 D o821
SKIN/SUBCUTIS 5700 [LIPOMA N E70013 B% | I p.6813 p.a057
ZYMBAL'S GLANDS E9®  [CARCINOMA k90002 % | 0 FA b 76a6  psies
ZYMBAL'S GLANDS 9500 [PAPILLOMA Eoooto % i 7 N 10000 psoi
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C2 vs. Max

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.02 0.8782
Kruskal-wallis Dose-Mortality Trend 0.20 0.6531
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Test for Pairwise Comparison between Control 2 and Maximum Dose

Source: Female Rat Data

Natural Hum
Organ Tumor {Rate (in pValue pValue
Organ Name Code Tumor Name Code ctrl CTRL2 MAX or (Exact) (Asymp)
| group) | e
BRAIN p100  JASTROCYTOMA P00z [o% P I N D.4932 p.1554
Ag;u_c,\vrry, o2 JADENOMA ps0212 Yo b I P pesss 0.1367
I %
LIVER [ Jipenona 180007 B% | b N bson ™ foasss
PANCREAS 000 FSLET CELL ADENOMA Po0002 B% b 7 N [10000 o229
OVARIES 3200 gg%itemmrm booots ke b 1 N b.8803 p.7210
JuterUS h400 E?RD(?&‘:ITRPIOALLYP baooo2 o b 3 pix poizz .0054
UTERUS haop  fDOMETLAL haooos Jiowe ks D kx P9228  [0.8453
UTERUS 400 i;ggg‘&l““L ba000s low b b In b2 0.0744
GTERUS (300 [VOLK SAC CARCINOMA pao01s B% i 7 FA_ [10000 D825
ig‘;g{l‘gg 101 JADENOMA o102 fow  bs bs px posso b.9773
iggg?g: k101 [CARCINOMA otz b b b N p.6823 0.4889
THYROID GLAND  }1200 i%'é;'ga‘fkcu" 20003 ke b 4 N p29es b7
THYROID GLAND 4200 Eﬁ;ﬂ&%‘ﬁi CELL o004 e i b v hoooo 930
THYROID GLAND 8200 [C-CELL ADENOMA 20007 J16% B n (N Poles p.8555
e DAY ROID 4300 JADENOMA b3002 p% |1 p IN flocoo  fossa
[ADRENAL CORTEX [P401 [CORTICAL ADENOMA _Ra0102 % I ] N p7ooo  paans
ADRENAL MEDULLA }402 P;*;E’IEL";OMOCYTOMA 140203 b% i D N b.4493 02418
ADRENAL MEDULLA jt402 PS&%’LTMOCYTOMA 40204 b D o v Jrowe  bsaia
THYMUS 5000 [THYMOMA (BENIGN) 00002 B%  |i D N [L0000 . P83
THYMOMA #
THYMUS 5000 500003 Jo% b i A parso p.1485
KMALIGNANT)

[ YMPH NODES 5100 HEMANGIOSARCOMA 510003 [0% 1 N IN/A N/A
MAMMARY GLAND 5600 FIBROADENOMA 560003 J16% n Mx Ppozs3 p 8694
AMMARY GLAND 5600 JCARCINOMA 560007 0% B ] N p.osol p 9357
MAMMARY GLAND [5600 JADENOMA - C60008 k% B I T 5B D 8277
SKIN'SUBCUTIS 5700 BASAL CELL ADENOMA B70007 p% _ | p N J1.0000 D.8381
SKIN/SUBCUTIS 5700 FIBROMA 570009 B% I b N ]1.0000 D838
SKIN/SUBCUTIS 5700 [LIPOMA E70013 [0% b 1 N p.a932 p.1554
SKIN/SUBCUTIS  [5700 g’;ﬁggﬁ"&“mm 570032 % | o Fa |Loow  pasnn
BODY CAVITIES . 6800 JLIPOMA p80003 % | 7 N ]1.0000 p8ala
7YMBAL'S GLANDS 5900 ICARCINOMA poo00z [0% P ] A P488 P15
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C1+C2 vs. High
Dose-Mortality Trend Tests

This test 1s run using Trend and Homogeneity Analyses of Proportions and
Lite Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P

Method Trend Test statistic value
cox Dose-Mortality Trend 2.09 0.1478
: Depart TTOm Tramnd .00 0.1565
Homogeneity 4.10 0.1286

Kruskal-wallis Dose-Mortality Trend 2.63 0.1045
: Depart from Trend 2.03 0.1539
Homogeneity 4.67 0.0969
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Test for Pairwise Comparison between Controls and High Dose

Source: Female Rat Data

Orga stura
Organ Name n Tumor Name Tumor JIRate § . p, s lcTrL2 | HigH [TUmoT] pValue | pValue
Code Code {(in ctrl type (Exact) (Asymp)
Igmp) _
INASAL CAVITY, POST 602 JCHONDROMA 60207 J1% i D D N 1.0000 0.9873
DUODENUM 1601 JLEIOMYOMA 160104 J0% P 1 1 N 3085  [.0673
LIVER 1800 TE’;’:K‘CELLULAR 180007 fi% P 1 1 3] 0.5241 0.2779
—ar——— ¥
HEPATOCELLULAR o
LIVER 1800 £ R CINOMA 180008 {1% §i D 1 HIN 0.5390 0.2938
_fPANCREAS 000 JISLET CELL ADENOMA 200002 % b ] 3 IN 1.0000 0.8290
IDNEYS 2100 JTUBULAR ADENOMA 10007 {ix i D 1 N 1.0000 0.7604
JKIDNEYS 100 JTUBULAR CARCINOMA 10008 P% P o 3 pMx fi.0000 0.8349
OVARIES 3200 JCYSTADENOMA 320003 % P 1 3 IN 1.0000 0 8290
OVARIES 3200 %‘RNULOSACELLTUMOR B20009 f1% R D 0 N 1.0000 0.7481
OVARIES 3200 LUTEOMA 320012 fi%e | 1 3 IN 1.0000 0.7183
UNDIFFERENTIATED .
OVARIES B200 |- ONADAL B20014 % b D J ‘IN 0.6447 0.5207
JUTERUS 3400 ﬁgfg:"ET“ALSTROMAL 340002 P% P D a iwx 0.6126 0.5013
UTERUS 3400 JENDOMETRIAL CARCINOMA B40004 1% PR 5 o MX  |1.0000 0.9629
JUTERUS 3400 JENDOMETRIAL ADENOMA B40005 1% |i 1 i 0.0832 0.0248
UTERUS 3400 J EIOMYOMA 40007 f1% | o p N 1.0000 0.7465
JUTERUS 3400 JYOLK SAC CARCINOMA 340014 JI%e P 1 37 FA 1.0000 0.7414
PITUITARY ANTERIOR  [410} JADENOMA 410102 8% B3 B5 28 MX 8662 0.8310
PITUITARY ANTERIOR 101 {CARCINOMA 410103 P% P 1 MX  P6706 0.4625
FOLLICULAR CELL
THYROID GLAND K200 [, D ENOMA 120003 K% D 4 IN D.1853 0.0997
FOLLICULAR CELL
ITHYROID GLAND 4200 |-\ RCINOMA 20004 1% Do 1 0 N 1.0000 D.7409
ITHYROID GLAND 4200 JC-CELL ADENOMA j20007 Ji4% § B 5 N 0.7430 0.6609
YROID GLAND 4200 JC-CELL CARCINOMA 1420008 §0% P 3 1 N 0.3053 0.0658
ARATHYROID GLANDS §4300 JADENOMA 430002 % |t 1 1 0.6634 0.4511
JADRENAL CORTEX 4401 JCORTICAL ADENOMA 40102 B% PR 1 p N 0.4872 0.3236
ADRENAL MEDULLA  paoz [PHEOCHROMOCYTOMA 440203 % | I 1 0.6773 p4713°~
BENIGN)
PHEOCHROMOCYTOMA .
ADRENAL MEDULLA 402 [\ /" c o) 440204 |1/.. 1 1 4 II'N 1.0000 0.7481
SYSTEMIC NEOPLASMS K500 LYMPHOSARCOMA 50001 1% i 1 p MX 2262 0.0893
THYMUS 5000 JTHYMOMA (BENIGN) 500002 B% R i [ pMx o760 0.5902
ESENT. LYMPH NODE [51¢4 HEMANGIOSARCOMA 510403 fie i 1 ] m 0.5236 .2805
SALIVARY GLANDS 5300 PAROTID ADENOMA 30003 J0% P o 1 N 0.3053 0.0658
MAMMARY GLAND 5600 JFIBROADENOMA 560003 {19% i1 [7 MX  Pp7228 0.6467
MAMMARY GLAND 5600 JCARCINOMA 560007 B% P S 1 Mx 10000 0.9725
MAMMARY GLAND 5600 JADENOMA 560008 % P B [ N 0.8944 0.7774
SKIN/SUBCUTIS 5700 [KERATOACANTHOMA 570002 0% P 1 1 Fa 3o .0642
SKIN/SUBCUTIS 5700 BASAL CELL ADENOMA 570007 1% P 1 1 N 1.0000 0.7465
SKIN/SUBCUTIS 5700 JFIBROMA 570009 (1% P I 3 IN 1.0000 0.7465
SKIN/SUBCUTIS 5700 [FIBROSARCOMA 570010 [0% D o 1 FA 3109 0.0684
KIN/SUBCUTIS 5700 HEMANGIOSARCOMA 570012 [0% P 7 IN 0.1018 0.0194
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70

TISKIN/SUBCUTIS 5700 JLIPOMA 570013 1 | o o 1.0000 .7604
CARCINOMA (NOT . 4
SKIN/SUBCUTIS 5700 OTHERWISE 570032 % b 1 0 VFA 1.0000 b.uss
30DY CAVITIES 6800 JLIPOMA 680003 J1% P 1 3 N N/A IN/A
ZYMBAL'S GLANDS 6900 JCARCINOMA k00002 1% | 1 3 A J1.0000 D.7430
Z YMBAL'S GLANDS 6900 PAPILLOMA ko010 fi% | p - o N {1.0000 p.7517
/ipr":‘.
Ly i
Olv 0 “ g
/'/‘ N “ory
f,ql 4




C1 vs. High

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Met hod Trend Test Statistic Value
€ox Dose-Mortality Trend 0. 12 0.7345
Kruskal-wallis Dose-Mortality Trend 0.42 0.5156
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Test for Pairwise Comparison between Control 1 and High Dose

Source: Female Rat Data

L Natur
al
Organ Name C:)gd'en Tumor Name Tg‘:;:r (:.:::- CTRLI | HIGH T:;'::r :’g; :'::) (?A‘:;rl:;)
Eroup)

ASAL CAVITY, POST _ p602  ICHONDROMA p60207 % i 7 N 10000 o873
DUODENUM 1601 LEIOMYOMA 160104 10% P I N 5000 P.1sss

VER 1300 JHEPATOCELLULAR ADENOMA 180007 10% P Jr N 5000 —— 1588
L IVER 1800 gi;’é&(’gﬁk“u“ 180008 % |1 ‘l N b7 4687

IDNEYS £100  JTUBULAR ADENOMA b10007 B% b N 110000 Psise
KDNEYS P100  [TUBULAR CARCINOMA D10008 1% b X 10000 poioa
OVARIES B200  ICYSTADENOMA £20003 % b N Jlo000  ponz
OVARIES h200 %RE’;‘QNULOSA CELLTUMOR  hyo009 bve | ) N |1.0000 8415
OVARIES 700 JLLUTEOMA [20012 B% | b N [1.0000 7604
OVARIES 200 gggfgiismmrm ho0014 Jio% b ) N bs22 0.7083
UTERUS 3400 ;:gff,’;":‘m'“ STROMAL haooo2 isw b 4 Mx  boess b 9279
UTERUS (400 [ENDOMETRIAL CARCINOMA _ Ba0oos B% B p X 110000 o043
[UTERUS £400 [ENDOMETRIAL ADENOMA _ Pa000s % I J N P30s7 . pois2
UTERUS (400 [LEIOMYOMA G40007 R% |1 7 N hoooo . psais
PITUITARY ANTERIOR 3101 JADENOMA (10102 6% B3 D8 YT X7 XGE)
PITUITARY ANTERIOR 3101 ICARCINOMA 410103 J0% P 1 FA_ Pasis p.1508
THYROID GLAND 200 [FOLLICULAR CELL ADENOMA p20003 % P i N P2269 P20l
THYROID GLAND 1200 [C-CELL ADENOMA 20007 2% b 3 N pi0a . D59l
THYROID GLAND (1200 IC-CELL CARCINOMA (20008 J0% P T N Ps000  p.1sss
P ARATHYROID GLANDS  }4300 JADENOMA 30002 P% | 0 N P.7545 p.5001
[ADRENAL CORTEX 1301 JCORTICAL ADENOMA fa0102 % B p N 0.6943 5001
ADRENAL MEDULLA 1402 HEOCHROMOCYTOMA hao203 o | I N b4 04597

, BENIGN) | |

SYSTEMIC NEOPLASMS 1500 JLYMPHOSARCOMA Gs0001 £% N MX 4796 D.2661

HYMUS 5000 [THYMOMA (BENIGN) (00002 % B ] X P86 pJoss
MESENT. LYMPH NODE 5108 JHEMANGIOSARCOMA E10305 B% I i N P09 Pasol
SALIVARY GLANDS F300 PAROTID ADENOMA £30003 [0% b I N D006 P.1ss8 =
MAMMARY GLAND 5600 FIBROADENOMA F60005 2% N1 X p8768  p81so
MAMMARY GLAND 5600 [CARCINOMA 550007 6% P MX_ 10000 0.9565

AMMARY GLAND 5600 JADENOMA 60008 B% P ] N P.8635 06976
EKIN/SUBCUTIS 5700 KERATOACANTHOMA 570002 0% P 1 FA 4730 D157
SKIN/SUBCUTIS 700 FIBROSARCOMA ~ £76010 J0% P ] A D.as6s b 1524
KSKIN/SUBCUTIS $700 HEMANGIOSARCOMA 570012 [0% P b N b2 D.0672
SKIN/SUBCUTIS 5700 [LIPOMA 70013 B% i 7 N 10000 psis6
PYMBAL'S GLANDS £900  JCARCINOMA [90002 % | b FA_ [1o0oo  Ps2oi
ZYMBAL'S GLANDS 900 PAPILLOMA Eoco10 p% | b N 10000 p8229
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- C2 vs. High

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, Nationmal Cancer Institute

. gpecies: Rat
- Sex: Female

Time-Adjusted P

Met hod Trend Test Sstatistic Value

Ccox Dose-Mortality Trend 3.24 0.0717

. Kruskal -wallis Dose-Mortality Trend 4.42 0.0354
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Test for Pairwise Comparison between Control 2 and High Dose

Source: Female Rat Data

. Natural Tum
Organ Tumor ]Rate (in pValue pValue
) Organ Name Code Tumor Name Code ctrl CTRL2 | HIGH or (Exact) (Asymp)
N group) vpe
-JDUODENUM 11601 LEIOMYOMA _ 160104 0% P 0 N p4d62 1327
B IVER 1800 JHEPATOCELLULAR ADENOMA 50007 B% I ] N p6971 P38
IVER 1800  JHEPATOCELLULAR CARCINOMA [ieocos fo% P f IN_pa4dsz P2t
PANCREAS b000  JSLET CELL ADENOMA Pooooz B% B b N J1.0000 8997
OVARIES 200 JUNDIFFERENTIATED GONADAL f20014 B% P b N 4328 2676
‘JoTERUS. h300—_[ENDOMETRIAL STROMAL POLYP— P40002— 0% " — b o330 0104
[UTERUS [400  JENDOMETRIAL CARCINOMA [20004  [10% B b MX_ [1.0000 9793
UTERUS (400 [ENDOMETRIAL ADENOMA p20005  [0% P h IN_ 07199 po2s
[oTERUS [400  [VOLK SAC CARCINOMA Ra0014  B% | b FA_ 10000 P38079
TTUITARY N
NTERIOR 4101 JADENOMA ko102 fow  Bs b8 px parss  pass
PITUITARY
AV 101 jcarciomAa hiotos k% B ! MX  p.836s  b6sos
gl'_mgm 4200 JFOLLICULAR CELL ADENOMA I T A N b2o3s  paers
I{ﬂ}(ﬁg‘” 4200 JFOLLICULAR CELL CARCINOMA 20004  bo% il p N hoooo  fpsios
THYROID
o 4200  |C-CELL ADENOMA 20007 Ji6% !E s N b.7s78  beo2o
E’SYROD 4200 |c-CELL CARCINOMA o008 fo% b i N pazoa  bazes
AND
PARATHYROID
L ANDS 4300 {ADENOMA hiooo2 % | 1 N ber9s a2z
ADRENAL -
L ORTER 1401 JCORTICAL ADENOMA baoro2 b% | b IN  p.ads2  Jp239s
[ADRENAL 3 i
Priviiage 4402 JPHEOCHROMOCYTOMA (BENIGN) hao203 % | 1 IN  pe26  fsiol
DRENAL . | b 0000
ek 4402 JPHEOCHROMOCYTOMA (MALIGNA k40204 p% | N 1. 0.8154
SYSTEMIC '
P EoPLASMs 500 JLYMPHOSARCOMA hsooo1r Jow P b Mx p2079 o6
frHYMUS 5000 JTHYMOMA (BENIGN) fooooz  B% It 1 N 6895 P43t
MESENT. : .
ot nope F104 [HEMANGIOSARCOMA 510403 j0% P 1 N psiss i
SALIVARY . n
R ANDS 5300 [PAROTID ADENOMA 530003 lo% I p4395  p129a
MAMMARY  Lscoo  IFIBROADENOMA 560003 6% B 7 MX p.s33s pazro
GLAND
MAMMARY 5600 ICARCINOMA 1560007 §10% 5 p N 1.0000 D.9851
GLAND
MAMMARY b o
GLAND Fsoo AQENOMA 560008 k% B ! N potst prers
SKIN/SUBCUTIS [5700  [KERATOACANTHOMA 570002 [0% P 1 FA_ pasas P38
SKIN/SUBCUTIS [5700  JBASAL CELL ADENOMA 570007 B% |1 b N 10000 P8Iz
SKIN/SUBCUTIS 5700 FIBROMA 570000 R% |1 b N 10000 ps8i2l
SKIN/SUBCUTIS [5700  [FIBROSARCOMA 70010 [0% P f A pa625  D.1406
SKIN/SUBCUTIS [5700  [HEMANGIOSARCOMA 70012 [0% P p IN_p25t1 po7ol
SKINSUBCUTIS 5700 JCARCINOMA (NOT OTHERWISE 570032 B% N D FA [10000 P85t
ODY CAVITIES 800 [LIPOMA p80003  p% |1 b N VA N/A

74




C1+C2 vs. Medium
Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Met hod Trend Test Statistic value
cox Dose-Mortality Trend 2.98 0.0843
Depart from Trend 2.73 0.0987
Homogeneity 5.71 0.0577
Kruskal-wallis Dose-Mortality Trend 2.50 0.1138
Depart from Trend 2.80 0.0941
Homogeneity 5.30 0.0706
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Test for Pairwise Comparison between Controls and Medium Dose

Source: Female Rat Data

ll\ll’lL Lr
1 ommtem |7 Tumor Name P Hoowt Sl e EECY i i bt
group)
INASAL CAVITY,POST 0602 JCHONDROMA 60207{1% i p D N {i.0000 Jo.9774
INASAL CAVITY, POST 0602 JORAL CAVITY SEBACEOUSADE  P60217}0% P p | IN  D.3774 [0.0998
IVER 1800 MEPATOCELLULAR ADENOMA 180007J1% [ p 1.0000 [0.7842
TVER T800  JAEPATOCELLULAR CARCINOMA ‘fﬁ'ﬁ% 'f‘!!Er | E ‘?Wﬁ.sm
PANCREAS 2000  PSLET CELL ADENOMA 00002p% o D p N Ji.oo00 Jo.8678
KIDNEYS 2100 JTUBULAR ADENOMA 1000701% | D o N fioo00 J0.6923
- KIDNEYS 2100  JTUBULAR CARCINOMA 210008R% R p 0 MX  J1.0000 Jo.8156
" [KIDNEYS 2100 [TRANSITIONAL CELL PAPILLO 10019§0% P 1 1 IN 3774 J0.0998
JOVARIES 3200 JCYSTADENOMA p20003R% P 3 0 IN  lioooo 08678
JOVARIES 3200 JGRANULOSA CELL TUMOR (BEN  PB2000%§i% | p o N [1.0000 J0.7842
OVARIES 3200 JLUTEOMA B20012{1% | 1 1 N 0.3810 J0.1016
OVARIES 3200 JUNDIFFERENTIATED GONADAL  B20014f% b D 1 N p.9676 J0.9054
UTERUS 3400 [ENDOMETRIAL STROMAL POLYP  P40002Pp% P o 1 MX  Pposss Jo.9559
JUTERUS 3400  JENDOMETRIAL CARCINOMA B40004§1% P 3 4 MX  P.s193 Jo.a028
JUTERUS 3400 JENDOMETRIAL ADENOMA paooosfie i b b IN 3181 §0.1486
UTERUS 3400  LEIOMYOMA pa0007{i% | D p - N 10000 fo.7825
JUTERUS 3400 JYOLK SAC CARCINOMA paoo1sf1% b [ o FA  }1.0000 ]0.7695
PITUITARY ANTERIOR k101 JADENOMA 110102k8% B3 Bs B3 X psess Jos2e
PITUITARY ANTERIOR ~ }101  JCARCINOMA hio103p% p 1 IN  P.7628 J.5636
PITUITARY INTER/NE 4102 {PARS INTERMEDIA ADENOMA 10202{0% P p 1 N 3908 o.1063
THYROID GLAND 4200 JFOLLICULAR CELL ADENOMA h20003h% P p 1 N .7764 J0.6032
JTHYROID GLAND 4200  JFOLLICULAR CELL CARCINOMA  hk20004fi% o i 0 IN 10000 J0.6595
THYROID GLAND 4200  JC-CELL ADENOMA 120007f14% 6 B 3 N~ [0.4968  Jo.4071
PARATHYROID GLANDS k300  JADENOMA 130002R%  fi 1 o N J1.0000 }p.8678
ADRENAL CORTEX 4401 JCORTICAL ADENOMA ha0102B% P [ o N ]1.0000 J0.3789
JADRENAL CORTEX 4401 JCORTICAL CARCINOMA 1440103J0% P D 1 N p.3810 Jo.1016
ADRENAL MEDULLA 4402 JPHEOCHROMOCYTOMA (BENIGN) §40203p% |1 I p N p2952 J0.1439
ADRENAL MEDULLA 4402 JPHEOCHROMOCYTOMA (MALIGNA R4020451% P - 1 IN 6190 P.3643
SYSTEMIC NEOPLASMS ~ }500 L YMPHOSARCOMA 50001 fi% i p p FA  J1.0000 [0.7597
SYSTEMIC NEOPLASMS 500  HISTIOCYTIC SARCOMA 450003§0% o p [ IN  D.1250  J0.0041
HYMUS 5000 [THYMOMA (BENIGN) s00002p% P | P MX  ps8s2 p429a |
MESENT. LYMPH NODE  }5104  [HEMANGIOSARCOMA 5104031% |1 p h IN 6282 p.3729
MAMMARY GLAND 5600 [FIBROADENOMA 560003J19% f11 B 5 Mx P66 p.9325
MAMMARY GLAND 5600  JCARCINOMA 5600078% B 5 o Mx  1.0000 -J0.9780
MAMMARY GLAND 5600 JADENOMA . 5600085% B B p N b7 3734
KIN/SUBCUTIS 5700  JBASAL CELL ADENOMA 5700071% P 1 o N fi.ooco Jo.7825
SKIN/SUBCUTIS 5700  JBASAL CELL CARCINOMA 570008{0% b p 1 IN 3774 [0.0998
SKIN/SUBCUTIS 5700  [FIBROMA 570009J1% P [ 1 IN 6146 p.3601
SKIN/SUBCUTIS 5700  [FIBROSARCOMA 57001000% p 1 FA 3529 Jo.0882
SKIN/SUBCUTIS 5700 JLIPOMA 570013)1% i p 3 IN  }1.0000 J0.6923
SKIN/SUBCUTIS 5700 JCARCINOMA (NOT OTHERWISE 5700321% P 1 b FA  [1.0000 P.7563
BODY CAVITIES 6800  LIPOMA 300031% o 1 3 IN  NA A
ZYMBAL'S GLANDS 6900  JCARCINOMA 900021% i p FA  J1.0000 Jo0.7622
JZYMBAL'S GLANDS 900  PAPILLOMA pooo10f1% i 0 1.0000 §0.6536
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C1 vs. Medium

Dose-Mortality Trend Tests

This testvis run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted p
mMet hod Treng Test Statistic Value
cox Dose-Mortality Trend 4.29 0.0384

Kruskal -wallis Dose-Mortality Trend 4.46 0.0348
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Test for Pairwise Comparison between Control 1 and Medium Dose

Source: Female Rat Data

Orga Natur'al
Organ Name " Tumor Name T(l:lmor Rate(in § v 1] mep [Tomor pValue pValue
A Code ode ctrl type } (Exact) (Asymp)
) group)

NASAL CAVITY, POST 0602 JCHONDROMA 060207 R% 1 b N ]1.0000  po774
NASAL CAVITY, POST 602 JORAL CAVITY SEBACEOUS ADE 60217 10% b 1 IN___ 5797 p.1978
LIVER 1800 HEPATOCELLULAR CARCINOMA J180008 R% 1 D N 110000 P 7372
. IDNEYS $100 [TUBULAR ADENOMA P 10007 % ] 7 N J1.0000 p.7372
’ {KIDNEYS 100 JTUBULAR CARCINOMA 210008 K% p 3 MX  J1.0000  [0.8958
. KIDNEYS - P 100 FRANSIHONAL-CELEPAPHLEO—PR1001940%———P N 5797 1978
OVARIES 5200 ICYSTADENOMA £20003 Ja% b b N 1.0000 9530
" [OVARIES $200 JGRANULOSA CELL TUMOR (BEN {20009 P% 1 b N [1.0000 P 8803
DVARIES [700 LUTEOMA 20012 P% I I N D597 1978
DVARIES 200 JUNDIFFERENTIATED GONADAL P2001ai10% B o N 09864 PIs0o
- UTERUS 300 ENDOMETRIAL STROMAL POLYP B40002]18% P I MX_ D.9997  poosi
UTERUS 400 ENDOMETRIAL CARCINOMA 340004 A% 7 G MX 03536  P2na
.. [oTERUS. (400 JENDOMETRIAL ADENOMA £ 40005 R% I b N 6203 p37es
UTERUS (400 LEIOMYOMA (20007 2% ] b N [L.oooo  p.ssos
i‘gg&?&z 101 JADENOMA ho102f6% B3 h3 MX  psin s
i’ﬁé&”l‘gg b0t kcarcmvoma h10103 0% b | N 5797 baors
PITUITARY INTER/NE }102 PARS INTERMEDIA ADENOMA  F10202]0% b ] N D.sss2 p2oio
THYROID GLAND 200 FOLLICULAR CELL ADENOMA 120003 % p I N P78 pssa)
THYROID GLAND 1200 [C-CELL ADENOMA 20007 12%  F 3 N P5319 pais
Z’:i’;g;“o") 300 JADENOMA 430002 % h b N |1ooc0  bssas
[ADRENAL CORTEX 401 [CORTICAL ADENOMA 20102 % b b N [1.0000 9530
ADRENAL CORTEX _ }#401 JCORTICAL CARCINOMA 140103 [0% 7 M N bs797  p197s
ADRENAL MEDULLA [#402 [PHEOCHROMOCYTOMA (BENIGN)[R40203 % D N Pa3i4 p2120
ADRENAL MEDULLA 402 PS}E?%LR/?MOCYTOMA 440204 | 0% b 1 N ps797 baors
ixg)TP?:lsias isoo kLymPHOSARCOMA 450001 b% L b FA |1.0000  bsass
YS‘JTE?)TPEXIS(;:AS 1500 HISTIOCYTIC SARCOMA 50003 J0% b | N b20o0  bo229
THYMUS (000 [THYMOMA (BENIGN) £00002 %% b p MX 07638 P.s8s3

'r‘:gg'ém' LYMPH k104 HHEMANGIOSARCOMA 510403 % 1 I N ps269” psots
AMMARY GLAND _ 5600 FIBROADENOMA [60003 P2% |1 3 pMX D983 po677
AMMARY GLAND _ [5600 [CARCINOMA [60007 6% f D MX 110000 P96z
- MAMMARY GLAND _ [5600 JADENOMA E60008 A% 7 R N Dsais p.3sse
SKIN/SUBCUTIS 5700 BASAL CELL CARCENOMA 570008 [0% b f N D597 p.i978
KIN/SUBCUTIS £700g FIBROMA 570000 §0% ] N D597 p1ois
KIN/SUBCUTIS 5700 FIBROSARCOMA 570010 0% D 1 FA D455 p.asi2
SKIN/SUBCUTIS 5700 [LIPOMA E70013 % 0 b N [loc00 P72
ZYMBAL'S GLANDS _ [6900 [CARCINOMA 690002 % I 7 Fa 10000 pssoa
ZYMBAL'S GLANDS _ }6900 [PAPILLOMA 550010 % I b 10000 p.7043

78




C2 vs. Medium

Dose-Mortality Trend Tests

This test is run using Trend and Homogeneity Analyses of Proportions and
Life Table Data Version 2.1, by Donald G. Thomas, National Cancer Institute

Species: Rat
Sex: Female

Time-Adjusted P
Met hod Trend Test Statistic value
Cox Dose-Mortality Trend 0.36 0.5512
Kruskal-wallis Dose-Mortality Trend 0.44 0.5063
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Test for Pairwise Comparison between Control 2 and Medium Dose

Source: Female Rat Data

Natural
Orpntame |08 Tamor Name Tamer [Rae o) ez f o [Tamer] pyaiee | pvae
group) :

[NASAL CAVITY, POST P602 JORAL CAVITY SEBACEOUS ADE _ P60217 J0% P N N Ps195  p.1686
fIVER 1800 MHEPATOCELLULAR ADENOMA 80007 P% I b [N~ 10000 P.8sas
ANCREAS 000 JISLET CELL ADENOMA D00002 k% P p fiooco  po3iss
NEYS 100 JTRANSITIONAL CELL PAPILIO 10019 % P ) —N—p-5195— 1686
OVARIES 5200  JLUTEOMA 520012 0% D b N bs2e3s pard
[OVARIES 5200 JUNDIFFERENTIATED GONADAL  P20014 W% 7 T N psosa  posi7
JUTERUS 400 JENDOMETRIAL STROMAL POLYP 40002 0% 1 I FA 0.4891 D.1539
fotERUS 5400 JENDOMETRIAL CARCINOMA 840004 J10% B n X D720 P.s9se
- [OTERUS 400 ENDOMETRIAL ADENOMA 340005 J0% P 7 [N~ p26s6 p.oss?
JUTERUS 1400 [YOLK SAC CARCINOMA Fa0014 D% 1 b A Jl0000  ps3ss
PITUITARY ANTERIOR J101  JADENOMA 10102 o Bs 3 X P82l P80’
PITUITARY ANTERIOR R101  JCARCINOMA 110103 % p ] N ps93s  pp.7ass
PITUITARY INTER/NE 102 JPARS INTERMEDIA ADENOMA 10202 Jo% B I IN__ ps397 p173a
THYROID GLAND 1200 JFOLLICULAR CELL ADENOMA 20003 B% 7 H IN__ 08293 D634
THYROID GLAND 4200 JFOLLICULAR CELL CARCINOMA __ }20004  P% |i p N~ 1.0000 7189
THYROID GLAND 1200 [C-CELL ADENOMA 20007 fi6% B 3 EN~ psonl pasis
E’Eiﬁgy ROID oo JaDENOMA p30002 b | b N~ oo bssiz
JADRENAL CORTEX |01 JCORTICAL ADENOMA R40102 P% 1 b IN___ Jiooo0  p.7189
[ADRENAL CORTEX __ J#401 CORTICAL CARCINOMA ha0103 0% P I [N ps263 p.1719
[ADRENAL MEDULLA 402 JPHEOCHROMOCYTOMA (BENIGN) H40203 PR% |JI 7 N pa758  p261s
ADRENAL MEDULLA 402 JPHEOCHROMOCYTOMA (MALIGNA P40204  p% | | N p.7789 5305
;YE%?LMA'SCMS 4500 HISTIOCYTIC SARCOMA hsooos  fow P by paw poas
frHYMUS 5000 [THYMOMA (BENIGN) 00002 R% | b N pbsin posis
g[S)ENT' LYMPH 5104 JHEMANGIOSARCOMA 510403 Jo% b I ‘IN D.5a0s  Jo.1788
MAMMARY GLAND 15600 FIBROADENOMA 560003 16% B 3 Mx pssst pome
PMAMMARY GLAND 15600 ICARCINOMA 560007 N10% b p N [i0000 9800
MAMMARY GLAND 5600 |ADENOMA 560008 % h i N~ D6142  P.a4ss
SKIN/SUBCUTIS 5700 JBASAL CELL ADENOMA, E70007 . R% N N Jlocoo Dssiz

KKIN/SUBCUTIS 700 BASAL CELL CARCINOMA 570008 10% D ] N 5195 p.16s& |
SKIN/SUBCUTIS 5700 FIBROMA 570009  p% |l T N~ pi2a bs22
KSKIN/SUBCUTIS 5700 FIBROSARCOMA 570010 [0% P f FA _ Pso00 159l
- KmisuBcUTIS 5700 JCARCINOMA (NOT OTHERWISE 570032 P% I b FA  [l0000 832

BODY CAVITIES 5300 JLIPOMA _ k80003 P% | b IN~ /A N/A
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FEMALE RATS
COMBINED TUMORS

THERE WERE NO HEMANGIOMAS AMONG THE FEMALE RATS

Test for Dose-Tumor Positive Linear Trend

Source: Female Rat Data

at
Tu ural u
ate ()
Organ mor{ .. JCTRLICTRL pValue| pValue
Organ Name Code Tumor Name lcoa S:-‘l 1 5 LOW I MED {HIGH{MAX rp (Exact) | (Asymp)
¢ grour e
. p)
ALL TISSUES |11 HEMANGIOSARCOMA 2 |i% |i o b | 3 1 N J.0725 J.0579
i EPATOCELLULAR
IVER 33 ENOMA AND M4 pR% |1 1 i 0 D 3 0.0449 10.0345
: ARCINOMAS
OLLICULARCELL er
GI:/Y\R];(SID 333 ENOMA AND 444 K% P 2 2 | 4 4 0.0538 10.0465
- ARCINOMA
ASALCELL i
?’fsm/SUBCU 55 ENOMA AND ks hop 1 b h b b I~ b7707 bosoos
ARCINOMA
NDOMETRIAL Lg L)
TERUS 77 ENOMA AND 8 %% 5 2 65 3 %8 4970 B.5032
ARCINOMA
Cl1, LOW MEDIUM, HIGH, MAX
Test for Dose-Tumor Positive Linear Trend
Source: Female Rat Data
Natur
r Tu al Ta
Organ jgan Tumor Name mor | Rate ICTRL; (,w | MED | HIGH |MAX |mor| PY21ue | pValue
Name o ICod] (in 1 R (Exact) § (Asymp)
de e ctrl 9P
Igroup) _ -
ALL .
- hrissues 11 HEMANGIOSARCOMA D2 R% 1 0 1 1 lIN 0.1382 P.1253
- JHEPATOCELLULAR ,
LIVER 33 JADENOMA AND - KB4 2% i 1 0 3 0.0486 J0.0393
ICARCINOMA
FOLLICULARCELL
LHYROID b33]aDENOMA AND s ke | g 0.0597  .0533
ICARCINOMA
ISKIN/ ASALCELL ADENOMA o
SUBCUTIS 55 ND CARCINOMA 6 {0% P 0 1 0 0 lI'N 0.6364 [0.7086
NDOMETRIAL ADENOMA o
[UTERUS 77 ND CARCINOMA J RS b 2 6 B3 Ll FVIX 0.4223 b.4238
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C2, LOW, MEDIUM, HIGH, MAX

Test for Dose-Tumor Positive Linear Trend

Source: Female Rat Data

L) . Tu atur
) rea mor| 2! RL Tum Value { pValue
Organ Name n Tumor Name od Rate ) LOW JMED HIGHFWAX or pE ¢ a
1Code e in ctrl type (Exact) { (Asymp)
roup)f . _ .
ALL TISSUES 11 JHEMANGIOSARCOMA P2 10% P 0 1 3 1 0.0577 10.0451
PATOCELLULAR
ILIVER 33 ENOMA AND ¥4 PR% 1 1 0 D ¢] 0.0470  §0.0384
ICARCINOMA
' JFOLLICULARCELL
ggmgm 333 JADENOMA AND 44 K% D D 1 4 4 0.0680 10.0615
~ JCARCINOMA
BASALCELL ADENOMA
ISKIN/ SUBCUTIS P55 AND CARCINOMA 66 R% 1 0 1 0 0 ‘l‘N 0.8469 10.8453
NDOMETRIAL .
TERUS 77 DENOMA AND B8 110% 5 D 6 3 4 X ]0.5570 J0.5606
ARCINOMA
Cl1,C2 vs. MAX
Pair-wise Test
Source: Female Rat Data
Tu NaturalL L: rum
Organ mor| Rate JCTRLICTRL pValue | pValue
Organ Name Code Tumor Name ICod 1 (in ctrl 1 2 MAX t; re (Exact) FAsymp)J
e jgroup) P
JALL TISSUES 11 HEMANGIOSARCOMA P2 % | 0 IIN J0.5836 P.3310
HEPATOCELLULAR .
IVER 33 ADENOMA AND CARCINOMA 44 P% 1 1 ‘l‘N 0.1884 [0.0874
[THYROID OLLICULARCELL ADENOMA o
GLAND 333 ND CARCINOMA 44 Y% 2 2 II'N 0.2090 J0.1181
’ ASALCELL ADENOMA AND o
—SKIN/SUBCUTIS 55 ARCINOMA 66 1% 0 i 'IN 1.0000 [0.7700
NDOMETRIAL ADENOMA o .
'UTERUS 77 ND CARCINOMA 88 B% 3 F lMX 0.5876 [0.4763
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Cl vs.

MAX

Pair-wise Test

Source: Female Rat Data

um [Natural T
~ Organ Name (():rog:n Tumor Name or R ate 1eTrL1] MAX {mor pValue | pValue
i _ e c (in ctrl (Exact) { (Asymp)
ode type
, group) | ,
ALL TISSUES 11 [HEMANGIOSARCOMA P2 % | 1 IN b.soas fse14
IVER b3 S%Agggg[%gﬁﬁk ADENOMA L, by, | 3 0.2830 |0.1365
OLEICULARCELEADENOMA
THYROID GLAND P33 [ (07 0 S OMA hasa % P 4 02999 p.1717
[uTERUS 17 o pome I AL ADENOMA AND B f% P 4 IMX 0.5063 |0.3538
B, There are no basal cell adenomas or carcinomas in either Control 1 or Maximum Dose group
C2 vs. MAX
Pair-wise Test
Source: Female Rat Data
atur
O;'gan fum | al l Tum pValue] pValue
Organ Name [ <50/ Tumor Name or | Rate [CTRL2| MAX | or |p o0 '1’“
Code in ctrl type X (Asymp)
' lgroup)

[ALL TISSUES 11 [HEMANGIOSARCOMA P2 Jow o IN J0.4932 b.1554

ILIVER h3 %Agggg;}g;ﬁk ADENOMA 1, by, | N p2ses fuiazo

HYROID GLAND B33 %%Léi‘;%ﬁgﬂf ADENOMA L4y ke b h [m 03141 b.1832

SKINSUBCUTIS fss  PASALCELL ADENOMAAND 1 o, h b In. 10000 bs3si

UTERUS 77 ‘AR‘DCOI“:I%LR)\AL ADENOMA ANDLeg g0, 5 4 MX 107084 [0.5842
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Cl1, C2 vs. HIGH

Pair-wiseTest

Source: Female Rat Data

atur
- r Tu al Tum |
--_ Organ Name ant Tumor Name ‘lCno Rate JCTRL1JCTRL2IHIGH | or PValue | pValue
0 od{,. " (Exact) j(Asymp)
de e [in ctr type
v roup) _
LL TISSUES 11 HEMANGIOSARCOMA 22 1% 0 3 N P.0949 .0305
EPATOCELLULAR
IVER P3 |aDENOMA AND caARCINOMAY P? 1 P 1‘"" 0.3658 02071
] OLLICULARCELL
THYROIDGLAND 333ﬁDENOMA AND CARCINOMA 444 4% P D 4 ‘I'N 0.2111 0.1189
; ASALCELL ADENOMA AND
‘SKIN/SUBCUTIS 55 ARCINOMA 66 1% P 1 0 IIN 1.0000 |0.7465
NDOMETRIAL ADENOMA ’
‘UTERUS 77 ND CARCINOMA 88 B% DB 5 3 MX  [0.7146  10.6039
C1 vs. HIGH*
Pair-wise Test
Source: Female Rat Data
atur
arng Tum | al Tu Val Val
Organ Name od Tumor Name or | Rate JCTRL1{ HIGH [mor :)Exa:te) & alue
e Code Kin ctrl type . symp)
roup)
JALL TISSUES 11 [HEMANGIOSARCOMA 22 P% 1 3 0.2665 0.1280
EPATOCELLULAR ADENOMA
IVER 33 \ND CARCINOMA 4  R% 1 2 IN 0.4717 0.2590
OLLICULARCELL ADENOMA ° y -
THYROID GLAND P33 ND CARCINOMA 444 H% P 4 IIN 0.2415 0.1304
- NDOMETRIAL ADENOMA AND o
FiUTERUS 17 f oM, Fs % P p px pe3so  pane

There are no basal cell adenomas, or carcinomas in either Control 1 or High Dose group

84



C2 vs. HIGH

Pair-wise Test

Source: Female Rat Data

Natur
[Tum | al [Tu
Organ Name l(():';g;: Tumor Name or | Rate JCTRL2 | HIGH |mor pl;, al":) :Value
Codein ctrll type (Exact) § ( sy@p)
roup) v
ALL TISSUES 11 MANGIOSARCOMA 22 0% P 3 0.1352 10.0449
fivER 13 [ oA ADENOMAL, - boe 1y b 0.4081 [0.2103
OLLICULARCELL ADENOMA ' -
o,
-JTHYROIDGLAND b33 - JAND CARCINOMA 44 K% 2 4 0.3431 §0.2035
ASALCELL ADENOMA AND o
7 SKIN/SUBCUTIS 55 ARCINOMA 66 R% 1 0 [I'N 1.0000 J0.8121
NDOMETRIAL ADENOMA
iUTERUS 77 ND CARCINOMA 88 {10% )5 3 wa 0.7799 10.6597
Cl1, C2 vs. MEDIUM
Pair-wiseTest
Source: Female Rat Data
Natural 7
Organ Tum Rate (in " pValue| pValue
Organ Name Tumor Name or CTRL1 J[CTRL2] MED jmor
Code Code ctrl (Exact) |(Asymp)
_group) -
IALL TISSUES 11 JHEMANGIOSARCOMA 2 1% 1 0 IN Jo.6146 P.3601
EPATOCELLULAR ADENOMA o
ﬁLIVER 33 ND CARCINOMA 44 PR% 1 1 0 ‘J'N 1.0000 0.8213
OLLICULARCELL ADENOMA o
THYROIDGLAND 33 ND CARCINOMA 44 K% D D 1 'IN 0.7662 J0.5893
ASALCELL ADENOMA AND °
SKIN/SUBCUTIS |55 ARCINOMA 66 {1% 0 1 1 p‘N 0.6146 10.3601
- NDOMETRIAL ADENOMA o
UTERUS 77 ND CARCINOMA - . 88 B% £] S 6 wa 0.3240 0.2334
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C1 vs. MEDIUM

Pair-wise Test

Source: Female Rat Data

rum Naturall | "
1 Organ Name ()Crog;: Tumor Name or R “: " CTRL1 § MED {mor pValuej pValue
Code (in ctr type Exact)F(Asymp)
group)
ALL TISSUES 11 [HEMANGIOSARCOMA b2 k% | 1 N 8260 P59t
fLIVER 83 FPATOCELLULAR ADENOMALY % | v 10000 .7372
| B

THYROIDGLAND B33 %%”C%LC”I‘SSE‘: ADENOMA L4 Lo, b 1 er 0.7598 10.5340

‘kkmsuscuTtis ks :i’é%ﬁgr%\mENOMA AND Lo low b 1 0.5797 J0.1978

[uTERUS 77 ‘ND'DOC"S{TCRIL%LM?ENOMA s k% b b MX J0.3113 bo.1988

C2 vs. MEDIUM
Pair-wise Test
Source: Female Rat Data
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